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PHARMACEUTICALLY ACTIVE B ICYCLIC-HHTRR QCYCLTC AMTNFS 
BACKGROUND OF THE INVENTION 
1. Field of the Invention 
The phannaceutically active bicyclic heterocyclic amines (XXX) of the present invention 
.5 are useful as pharmaceuticals to treat a number of diseases and injuries. 

2. Description of the Related Art 
The bicyclic heterocyclic amines (XXX) of the present invention contain a variety of 
compounds depending on the definitions of W„ W 3 and W s . 

When W, is -N=, W 3 is -N= and W 5 is -CRj= the bicyclic heterocyclic amines (XXX) 
10 are pyrrolor2,3-d))pyrimidines (VII). The pyrroloI23-d]pyrimidine ring system is known. For 
example, 4-ammo-7B-D-ribofuranosyI-7H-pyn^lof2,3^]pyrimidine is tubercidin. However, the 
2,4-di(tertiary aimno)-pyrrolo[2,3-d]pyrimidines of this invention are novel. Other similar 
compounds have been prepared for study of antiviral and antitumor properties, see 
Comprehensive Heterocyclic Chemistry, A.R. Katritzky and C.W. Rees, Ed., Vol. 4, Pergamon 
15 Press. 1984. p. 528. 

When Wj is -N=, W 3 is -CH= and W 5 is -N= the bicyclic heterocyclic amines (XXX) 
are 3H-imidazo[4,5-b]pvridines (XXV). This ring system is known^ see DE 3 318 671 Al CA 
44, 2041b, Swiss Patent 260,741. 

When W, is -N=, W 3 is -CH= and W s is -CRj= the bicyclic heterocyclic amines (XXX) 
20 are lH-pyirolo[2.3-b]pyridines (XI). This ring system is known, see J. Chem. Soc. 101, 1912, 
1779. 

When W, is -CH=, W 3 is -N= and W 5 is -N= the bicyclic heterocyclic amines (XXX) 
are lH-imidazo[4,5-c]pyridines (XXIX). This ring system is known, see Biochem. Z. 49. 1913. 
182. 

25 When W, is -CH=, W 3 is -N= and W 5 is -CRj= the bicyclic heterocyclic amines (XXX) 

arc lH,pyrrolo[3,2-c]pyridines (XVI). This ring system is known, see J. Chem. Soc. 1909, 95, 
1526. 

Other substituted amino type compounds which are useful for treating the same diseases 
and injuries as those of the present invention are disclosed in International Publication No. 

30 WO87/0I706, published March 26. 1987 based on International Patent Application No. 

PCT/US86/01797; International Publication No. WO87/07895. published December 30, 1987 
hased on International Patent Application No. PCT/US87/07895; International Publication No. 
WO88/08424, published November 3, 1988 based on International Patent Application No. 
PCT/US88/01212; International Publication No. WO88y07527, published October 6, 1988 based 

35 on International Patent Application No. PCT/US88/00817 and US Patent application Serial No. 
07/427.143, filed 10-25-89. 
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WO92/Q2500-A discloses 2-phenyIindoIe derivatives useful for treating asthma, allergic 
disorders, thrombosis and ischaemia. 

The /. Heterocyclic, Chenu, 24, 425 (1987) [EGER] discloses pyrrolopyrimidines where 
the amino groups on the pyrimidine moiety are free and unsubstituted, whereas the compounds 
5 of the present invention are substituted aminopyrrolopyrimidines* 

W09 1/04254 discloses pyrrolo[2,3-d])pyrimidines where the groups substituted on the 
pyrrolo ring are simple. In two of the positions the groups are -H* halogen or alkyl In the 
third it is -H, alkyl or aralkyl. The present invention requires that one of R 5 or is aromatic or 
heteroaromatic substituted. 
10 SUMMARY OF INVENTION 



Disclosed is a bicyclic heterocyclic amines of the formula (XXX) 




*2-2 



(XXX) 



15 



20 



where W, is -N- or -CH=; 
W 3 is -N= or -CH=; 

W 5 is -N= or -CR r with the proviso that W s is -CR r when both Wj and W 3 are 



-N=; 



25 



where R 5 is 

(A) -H, 



(Crl) 
(Qr2) 



(B) C r Cj alkyl optionally substituted with 1 thru 4 R^ where R^j is 



30 



(1) -F, -Ci, -Br, 

(2) C r Q alkyl, 

(3) -CF 3 , 

(4) -<J>, 

(5) -ORy.2 where R w is 



35 



(a) -H, 

(b) C r C 4 alkyl, 

(c) phosphate, 

(d) sulfate. 
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(e) -CO-Rj. 8 where R M is C,-C 4 alkyi or Q-C, aralkyl. 

(f) -CO-NRj.joRj.,, where R^,,, and Rj.,, are the same or different 

and are -H or C r Cj alkyi, 

(g) sulfamate, 

(h) glucosyl, 

(i) galactosyl, 

. (j) glucuronic acid, 
(k) maltosyl, 
0) arabinosyl,. 
(m) xylosyl, 
(n) -CO-CHCNH^-H, 
(o) -CO-CH(NHj)-CH3, 
(p) -CO-CHCNiy.CHfCHj^, 
Cq) -CO-CHCNHjJ-CH^CHCCH^, 
(r) -CO-CHCNH^CHCCHjJ-CHj-CHj, 
(s) -CO-CHCNiy-CHj-OH 
(t) .-CO-CH(NHj)-CH(OH)-CH3. 
(u) -CO-CHCNH,)^-^ 
(v) -CO-CH(NH 2 )-CH 2 -(p. p henyl]-OH t 
(w) -CO-OKNH^-CHi-P-indolyl] 
(x) -CO-CHCNH^-CHj-SH, 
(y) -CO-OKNH^-CHj-CHj-S-^, 
(z) -CO-C*H-NH-CHj.CHj-C*H 2 where the carbon atoms 
marked with an M *" are bonded together to form a heterocyclic ring, 

(aa) -CO-C*H-NH^H r CH(OH)-C*H 2 where the carbon atoms 
marked with an "*" are bonded together to form a heterocyclic ring, 

(bb) -CO-CHCNHJ-CHj-COOH, 

(cc) -CO-CHCNH^CHj-CONHj, 

(dd) -CO-CH(NH 2 )-CH r CH r COOH, 

(ee) -CO-CHCNH^-CHj-CHj-CONHj, 

(ff> -CO-CHCNH^-CHj-C^-NH-^N-C^ where the carbon 
atoms marked with an "*" are bonded together to form a heterocyclic ring, 

(gg) -CO^HCrfflJ-CHj-CH^CHj-NH-^NBO-NHj, 
(hh) -CO-CHCNH^CHj-CHj-CHj-CHj-NHj, 
(ii) -CO-CHCNH^-CHj-CHi-aKOlD-CHj-NH,. 
(ij) -CO-CH r CH,-NH 2 , 
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(fck) -CO-CH r CH ; -CH 2 -NH 2 , 
(11) •CO-CHCNiy-CHi-CHrCIt-NHj, 
(mm) ^CO-CHCNH^^-C^-^NH-CO-NH^ 
(nn) -CO-CHCNH^-CHi-C^-OH, 
5 (6) -SR^ where R w is defined above, 

(7) -NHR^ where R„ is -H or C,-C 4 alkyl, 

(8) -NR54R5.5 where and R^ are the same or different and are C r C 4 
alkyl or may taken together with the attached nitrogen atom to form the heterocyclic ring 
-N'-CCHJnj-R^CCHj}^ where the atoms marked with an asterisk (*) are bonded together 

10 resulting in the formation of £ ring, where n r is I thru 5, rij is 0 thru 3 and R^is 

(a) -CH 2 -, 
(b) 

(c) -S-, 

(d) -NR5_ 9 where R^ is 

15 (i) C r C 6 alkyl optionally substituted with 1 thru 3 -OH 

or-OCH 3 , 

(ii) Q-Q alkylcaibonyU 

(iii) Cj-Q alkoxycaibonyl, 

(iv) CVC 12 aiylalkyl, 
20 (v)-$, 

(vi) -SCVCVCs alkyl, 

(vii) OT 3 -C*-0-CO-0-C*-CH 2 - where the caibon atoms 
designated by * are attached by a double bond to form a five member ring, 

(9) -(CH 2 ) n3 C0 1 R5. 2 , where n 3 is 0 thru 6 and R^ is as defined above, 
25 (10) -(CH^CONfRj.^ where % is as defined as above and where R5.3 

may be the same or different and is defined above, 

(11) -(CH 2 ) Ji 3CONR5^R 5 .j where 113, R^, R^ are as defined above, 

(12) -(CH2) nl ORj_ 2 where R^j and n x are as defined above, 

(13) -(CH^jOCOR^ where R^ and n x are as defined above, 
30 (14) -(CHjXjSR^ where Rs_ 2 and n t are as defined above, 

(15) -(CH 2 ) Dl NHR J . 3 where R 5 . 3 and n t are as defined above, 

(16) -(CH 2 ) n ,NR S4 R s . J where R^, R 5 . 5 , and n, are as defined above, 
(Cy-3) (C) -(CH^-^ optionally substituted with 1 thru 4 R^ where R^ and n 3 are as 
defined as above, 

35 (D) -(CHJ^-pyridin-l-, 3- or4-yl optionally substituted with 1 thru 4 R^ where 

n 3 and R^ are as defined above. 
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(E) -(CH^-naphthalin-l-, 2-yl optionally substituted with 1 thru 4 R M where n 3 
and R^j are as defined above, 

(C 5 -5) (F) -(CH^CO^ where n 3 and R w are as defined above, 

(C r 6) (G) -(CH^CONCR^ where n3 is as defined as above and where may be 

5 the same or different and is as defined above, 

(C r 7) (H) -(CH^CONR^s where n 3 , R w , R M are as defined above, 

(I) -(CH^SOjR^ where n 3 and R w are as defined above, 
(Cj-9) (J) -Cj-C, cycloalkyl; 

where R 2 ., is 
10 (A)-H, 

(B) C r Cg alkyl optionally substituted with 1 thru 4 
(D-F, 

(2) -CI, 

(3) -OR^j where R w is as defined above, 

15 (4) " N CR«>2 ^ere R^ may be the same or different and is as defined 

above; 

where R 2 . 2 is 

(A) -H, 

(B) Q-Q, alkyl optionally substituted with 1 thro 4 
20 (D-F, 

(2) -CI. 

(3) -OR 5 . 2 where is as defined above, 

(4) -NCR^ where R^, may be the same or different and is as defined 
above, or R 2 ., and R 2 . 2 are taken together with the attached nitrogen atom to form a heterocyclic 

25 ring selected from the group consisting of 

(A) 1-pyrrolidinyl optionally substituted on carbon with 1 thru 3 R^ where R^ is 
selected from the group of 

(1) Cj-Q alkyl optionally substituted with 1 thro 3 -OH or -OCH 3 , 

(2) C r C 6 alkenyl optionally substituted with 1 thru 3 -OH or -OCH 3 , 
30 (3) C,-C 6 alkylcaibonyl, 

(4) C r C 6 alkoxycarbonyl, 

(5) C 6 -C 12 arylaJkyl, 

(6) =0, 

(7) -OH, 

35 (8) -ChN, 

(9) -C0 2 R 2Ji where R^ is 
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(a) -H, 

(b>C r C< alkyl, 

(c) Cg-Qi aryU 

(d) QrC 12 aralkyl, 
5 (IQJ-NH* - 

(id -a 

(12) -F, 

(13) -Br t 

(14) optionally substituted with 1 thru 3 -F, -CI, -Br, -OH, -OCH 3 , -OCH 2 -<{k 
10 -N0 2 , C r Cj alkyl, -NH 2 , -NHCH 3 , N(CH 3 ) 2 , -CO^ where R^ is as defined above, 

(15) <CH 2 ) o4 NR 2 JR 2 . 7 where R^ and aye the same or different and aie C r 
C 4 alkyl or may taken together with the attached nitrogen atom to form the heterocyclic ring 
-N*-(CH 2 ) nr R 2 ^(CH 2 ) D5 * where the atoms marked with an asterisk (*) aie bonded together 
-resulting in the formation of a ring r where n 4 is 0 thru 3, % is 1 thru 5, n* is 0 thru 3 and is 

15 (a) -CH 2 - t 

(b) -0-, 

(c) -S- t 

(d) -NR^ where is as defined above, 

(B) l-piperdinyl optionally substituted on carbon with 1 thru 3 Rj_ 3 where R^ is as 
2Q defined above, 

(Q 1-morpholinyi optionally substituted on carbon with 1 thru 3 R w where is as 
defined above, 

(D) I-piperazinyl optionally substituted on carbon with 1 thru 3 R 2 . 3 where R^ 3 is as 
defined above and optionally substituted in the 4-position with R^ where R^ is 

25 (1) C r Cfi alkyl optionally substituted with 1 thru 3 -OH or -OCH 3 , 

(2) CVQ alkylcarbonyl, 

(3) C r Q alkoxycarbonyl, 

(4) CVC 12 arylalkyl, 
(5) 

30 (fi) -SCVQ-Cg alkyl, 

(7) CH 3 -C*-0-CO-0-C*-CH 2 - where the carbon atoms designated by * are 
attached by a double bond to form a five member ring, 

(E) 1-aziridinyl optionally substituted on carbon with 1 thru 2 R 2 . 3 where R 2 _ 3 is as 
defined above, 

35 (F) 1-azetidinyl optionally substituted on carbon with 1 thru 3 R^-, where R^ is as 

defined above. 
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(G) 1-hexamethyleneimino optionally substituted on caibon with 1 thru 3 R 2 . 3 where R, 
is as defined above, 

(H) l-pyrrolyl optionally substituted on carbon with 1 thru 3 R 2 . 3 where R^ is as 
defined above, 

5 (I) 1-imidazolyl optionally substituted on caibon with 1 thru 3 R 2 _ 3 where R^ is as 

defined above, 

(J) 1-pyrazoyI optionally substituted on carbon with 1 thru 3 R^ where R^ is as 
defined above, 

(K) 1-pyrazolidinyl optionally substituted on caibon with 1 thru 3 R^ where R^ is as 
10 defined above, 

(L) 1,2,3-triazolyl optionally substituted on carbon with 1 thru 3 R^ where R^ is as 
defined above, 

(M) 1,2,4-triazolyl optionally substituted on carbon with 1 thru 3 R^ where R^ is as 
defined above, 

15 (N) 1-tetrazolyl optionally substituted on carbon with 1 thru 3 R 2 _ 3 where R 2 . 3 is as 

defined above, 

(O) l-thiomorpholinyl optionally substituted on carbon with 1 thru 3 R^ where R^ is 
as defined above, 

(P) 1-thiazolidinyl, optionally substituted on carbon with 1 thru 3 R 2 . 3 where R^ is as 
20 defined above, 



25 



(Q) (Rw/R»rl) 



/A 



/ < 



30 (R) R2 3 



35 
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35 
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(W) (R 2 .,/R M -7) 



h-s— * 





35 
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(AA) CRj.i/Ria-1 1) 



*2-3 



10 . (BB) (R2.1ZR2.2-i2) 



2-3 



2-5— *2-9 




15 



20 (CQ (JR^/Km-H) 



^-3 



25 



where and R 2 . 5 are as defined above, 
30 where R 2 _ 9 is 

(A) -(CHo)^ where 1^ is 1 thru 3, 

(B) .CH 2 OCH2, 
(Q -CH 2 SCH 2t 
(D) -CH 2 S0 2 CH 2l 

35 (E) -CHiS, 

(F) -CH 2 S0 2 , 
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(G) -CH 2 N(R2. 5 )CH 2 where Rj_ 5 is as defined above, with the proviso that R 2 ., 
and R 2 . 2 can not both be -H; 

where R^ is defined the same as R 2 _„ but may be the same or different than R 2 .„ 
where R w is defined the same as R,. 2 , but may be the same or different than R 2 . 2 , with 
5 the proviso that R^ and R^ can not both be -H; 

where (R^l) R 6 is defined the same as R 5 , but may be the same or different than R 5 , 
with the provisos 

(1) that one of R 5 , R« or R 7 must be selected from the group consisting of 
(Or 3) (C) -(CH,)^ optionally substituted with 1 thru 4 R^, where R w and n 3 are as 

10 defined as above, 

(D) -(CH^-pyridin^-, 3. 0 r4-yl optionally substituted with 1 thru 4 R^, where 
n 3 and R^ are as defined above, 

(E) -(CH^-naphthalin-l-, 2-yl optionally substituted with 1 thru 4 R 5 ., where n 3 
and R M are as defined above, and 

15 (2) that for at least one of these three aromatic substituents, n 3 must be 0; 

where R 7 is defined the same as R 5 , but may be the same or different than R*; with the 
proviso that W, and W 3 can not both be -CH=, and pharmaceutical^ acceptable salts thereof. 
Also disclosed are a bicyclic heterocyclic amines of the formula (XXX) 
where W, is -N= or -CH=; 
20 W 3 is -N= or -CH=; 

W 5 is -CR r ; 

(R«-2) where R 5 and R« are taken together with the attached carbon atoms to form a ring 
selected from the group consisting of 

0V2A) -C'-CCH^-C*- where the carbon atoms marked by an asterick 0 are bonded. 
25 together by a double bond (OQ, where n, is 3-5, and 

(R<r2B) -C -CR^pCR^-CRs^CR^-C*- where the carbon atoms marked by an 

asterick O are bonded together by a double bond (C=C), where R^, R 56 _ 2t R JM and R 5W are 
-H, -F. .CI, -Br, -OH, ^OCH 3 , -OCH^ -NO* CpC, alkyl, -NH* -NHCH 3 , N(CH&, -C0 2 R 56 . 5 
where R 56 . 5 is 
30 -H, 

C r C 4 alkyl, 
C r C I2 aryl, 
C r C l2 aralkyl; 
where R^, R^, R^ and R^ are as defined above; 
35 where R 7 is 

(Cj-l) <A)-H, 
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(Q-2) (B> C r C 8 alkyl optionally substituted with 1 thru 4 where is 

(1) -F, -Q t -Br, 

(2) C r C 4 alkyl, 
(3}-CF 3 , 

5 (4)-*. 

(5) -OR 7 _ 2 where R %2 is 
(a>-H. 

(b) C r Q alkyl, 

(c) phosphate, 
10 (d) sulfate, 

(e) -CO-R M where R^ is C r C 4 alkyl or Q-G, aralkyl, 

(f) -CO-NR^JR^j, where R 7 . 10 and R 7 . H are the same or different 

and are -H or C r Q alkyl, 

(g) sulfamate, 

15 (h) glucosyl, 

(i) galactosyl, 

(j) glucuronic acid, 

(k) maltosyl, 

(I) arabinosyl, 
20 (m) xylosyf, 

(n) -CO-CHCNHJ-H, 

(O) -COCHCNH^-CHa, 

(p) -CO-CH(NH2)-CH(CH3) 2 , 

(q) -CO-CHCNiy-CHj-CHCCH^, 
25 (r) -CO-CH(NH 2 )-CH(CH 3 )-CH r CH3 1 

(s) -CO^CHCNH^-CHj-OH 

(t) -CO-CH(NH2)-CH(OH)-CH 3 , 

(u) -CO-CH(NH2)-CH 2 hJ», 

(v) -CO.CH(NH 2 )-CH 2 -[p-phenyl]-Oa 
30 (w) -CO-CHCNiy-aij-P-indolyl] 

(x) -CO-OKNH^-CH^SH, 

(y> -CO-CHCNH^-CHi-CHrS-^, 

(z) -CO-C % H-NH-CH r CH r C^H 2 where the carbon atoms marked 
with an asterick O are bonded together to form a heterocyclic ring, 
35 (aa) -CO-C*H-NH-CH 2 -CH(OH)-CU where the caibon atoms 

marked with an asterick O are bonded together to form a heterocyclic ring, 
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(bb) -CO-CH(NHj)-CH 2 -COOH, 
(cc) -CO-CHCNH^-CHj-CONH,. 
(dd) -CO-CHCNHJ-Cl^-CHj-COOH, 
(ee) -CO-CHCNHJ-CHj-CHj-CONHj, 
5 (ff) -CO-CH(NH 2 )-CH 2 -C*-NH-CH=N-C'H= where the carbon 

atoms marked with an asterick 0 arc bonded together to form a heterocyclic ring, 

(gg) -CO-CHCNHJ-CH.-CHj-CH.-NII-C^N^NH,, 
(hh) -CO-CHCNH^-CHj-CHrCHj-CHrNHj, 
(ii) -CO-CHCNiy-CHj-CHj-CHCOID-CHrNH,. 

10 Oi) -CO-CHj-CHj-NHj, 

(kk) -CO-CHj-CHj-CRj-NHj, 

(II) -CO-CHCNH^-CHj-CHi-CHj-NHj, 

(mm) -CO-CH^HjJ-CHj-CHj-CHj-NH-CO-NHj, 

(nn) -CO-CHCNiy-CHj-CHj-OH, 

15 (6) -SR 7 . 2 where R M is defined above, 

(7) -NHR 7 .j where R,., is -H or C,-C 4 alkyl, 

(8) -NR 7 ^R 7 . 5 where R M and R^ are the same or different and are C,-C 4 
alkyl or may taken together with the attached nitrogen atom to form the heterocyclic ring 
-tf-tCHjVRj-^CHj),^ where ^ atoms marked with an asterisk (*) are bonded together 

20 resulting in the formation of a ring, where n, is 1 thru 5, n, is 0 thru 3 and R« is 

(a) -CH r , 

(b) -0-, 

(c) -S-, 

(d) -NR M where R,., is 

(i) C,-Q alkyl optionally substituted with 1 thru 3 -OH 

or -OCH 3 , 

(ii) Q-Q alkylcarbonyl, 
(Hi) Cj-Q alkoxycarbonyl, 
(iv) C 6 -C K arylalkyl, 
(v) 

(vi) -SOj-C.-C, alkyl, 

(vii) CHj-C^O-CO-O-^-CH,- where the carbon atoms 
designated by * are attached by a double bond to form a five member ring, 

(9) -(CH^COjR^, where n 3 is 0 thru 6 and R^ is as defined above, 

(10) -(CH^CONCR^ where n, is.as defined as above and where R 7 3 
may be the same or different and is defined above, 
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(11) -CCH 2 ) n3 CONR w R 7 . J where n 3 , R^, R 7 . 5 are as defined above, 

(12) -(CE^OR^ where R 7 . 2 and n, are as defined above, 

(13) -(CH2) Dl OCOR 7 .3 where R 7 _ 3 and nj arc as defined above, 

(14) -(CH2) nl SR 7 . 2 where R 7 . 2 and n r are as defined above, 

5 (15) -(CHJ^NHR^ where R 7 . 3 and n x are as defined above, 

(16) -(CH^NR^R^j where R^, R T . 5 , and n t are as defined above, 
(Qr3) (Q -(CEy^ optionally substituted with 1 thru 4 R^ where R 7 _j and n 3 arc as 

defined as above, 

(D) -(CH^-pyridin^-, 3- or 4-yI optionally substituted with 1 thru 4 R^ where 
10 n 3 and R 7 _j are as defined above, 

(£) -(CH^-naphthalin-l-, 2-yl optionally substituted with 1 thru 4 R 7 .j where n 3 
and R 7 _, are as defined above, 

(Pr5) (F) -(CH^CO^j where % and are as defined above, 

(C r 6) (G) "(CH^CONO^^ where Dj is as defined as above and where R 7 . 3 may be 

15 the same or different and is as defined above, 

(Cs-7) (H) -(CH^CONR^R^ where rij, R 7 ^, R 7 _ 5 arc as defined above, 

(Cs-8) (T) -(CH^^SOjR^ where % and R 7 . 2 arc as defined above, 

(Q-9) (J) -CyCi cycloalkyl; with the proviso that Wj and W 3 can not both be -CH=, 

and phannaceuticaliy acceptable salts thereof, 
20 Further disclosed arc bicyclic amines selected from the group consisting of 

6-[2-(2-methyi)propyl]-7-m^ 
2-[6-methyl-2,4^-l-pyroM 
6-methyI-7-[2-(l-morphol^ 
6-methyi-7-[2-(H4-me^ 
25 d]pyrimidine, 

6- me%I-7-[2<l^iperazinyi)e^ 
6 t 7-dimethyl-2,4-di-l-pynoiidinyl-7H-pym)lo[2,3^]p 

7- methyl-2,4-cU-l-pyiTolidinyI-7H-pyrrolo[2,3-d]pyiimidine, 
2,4-di-l-pyiroIidinyI-7H-pyrTolo[23-d]pyriraidine and 

30 7-ethyi-6-isopropyl-2,4-di-I-pyrrolidinyl-7H-pynolo[2,3-d] 

6- methyI-2,4-dM-pyrrolidinyl-7H-pyiTolo^ trifluoroacetate, " 

7- ethyl-6-methyl-2,4-dipym>Udin-^^^ 
7-ethyl-2,4^ipyrrolidin-I-yl^ 
7-tert4>utyI-2 > 4^i-I-pynoIid^ 

35 5,6J-trimethyI-2,4-dipyrroltf^ 

7-tert-butyl-6-isopropyi-2,4-di-i-py^ 
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6-isopropyI-2,4-di-l -pyrrolidinyl-7H-pyrTQlo[2,3-d]pyrimidine. 

7^thyl-6-isopropyl-2,4^-l-pyrrolidinyl-7H-pynoloI2,3-d]pyrimidine, 

6-cyclopropyl-7-ethyl-2,4-di-l-pyrroUdinyl-7H-pynolo[2,3-d]pyrimJdine, 

6-cyclopropyl-2,4-di-l-pyirolidinyl-7H-pyrroIo[23-dlpyriinidinc and pharmaceutical^ 
5 acceptable salts thereof. 

DETAILED DESCRIPTION OF THE INVENTION 
The bicyclic heterocyclic amines (XXX) of the present invention encompass a number 
of different type of ring systems depending on the definitions of W„ W 3 and W s . These novel 
pharmaceutically active agents are produced by methods known to those skilled in the art from 
10 known starting compounds. The invention is the bicyclic heterocyclic amines (XXX). not the 
chemistry used to produce them. 

The starting point in the synthesis of the pharmacologically active bicyclic heterocyclic 
amines (XXX) is the halogenated aryl ring whether it is a pyrimidine ring (W, and W 3 are both 
-N=) or a pyridine ring (one of W, or W 3 is -N= and the other is -CH=). Before forming the 
second ring, the final desired substituents (-NR^ and -NR^R^ on the heteroaryl ring are 
added or formed. The substituents -NR^R,., and -NR^R^ may be the same or different, it is 
preferred that they be the same for simplicity of chemical synthesis. The foimation of the 
tertiary amines (-NR^R^. -NR^R^) from halogenated aromatic/hetetoaromatic compounds is 
known to those skilled in the art, see /. Med. Chem., 33, 1145 (1990). Generally, after the 
desired groups at the Cj and C 4 positions are formed, the 5-membered ring is formed. However, 
in some cases the -NR 2 .,NR M and NR^.R^ are added to the preformed bicyclic-heterocyclic 
amine (XXX). The -NR^M^ and NR^R^ groups can be cyclized to form rings including 
1-pyrrolidinyl, 1-piperidinyl, 1-morpholinyl, 1-piperazinyl, 1-aziridinyl, 1-azetidinyl or a number 
of other heterocyclic rings. These rings can be substituted with 1 thru 3 groups, R^. When 
R 2 . 3 is alkyl, no more than two such groups can be on any one carbon atom in the ring. When 
R M is other than alkyl, only one such group can be on any one carbon atom. 

The 5-membered ring is formed by methods known to those skilled in the art. 
Specific cases of the different ring formations of the bicyclic heterocyclic amines (XXX) 
will be discussed individually below. 

When W 1 is -N=, W 3 is -N= and W 5 is -C=R 5 the bicyclic heterocyclic amines (XXX) 
are pyrrolo[2,3-d]pyrimidines (VII) and are prepared by the process of CHART B and known 
means, see Comprehensive Heterocyclic Chemistry, AR. Katritzky and C.W. Rees, Ed., Vol. 4, 
Pergamon Press, 1984. p. 528. The pyrrolo[2,3-d]pyrimidine ring system is known, see for 
example, 4-amino-7B-D-ribofuranosyI-7H-pyrrolo[2.3-d] pyrimidine which is tubercidin. The 
pyrrolo[2.3-d])pyrimidines (VTI) are prepared starting from trihalopyrimidines © which are well 
known to those skilled in the art or are commercially available. The preferred 2.4.6- 
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trihalopyrimidine (I) is trichloropyrimidine (I). A mixture of the trihalopyrimidine (I) in an inert 
solvent such as THF is allowed to react with 1 equivalent of a primary amine, R r NH 2 (II) in the 
presence of an acid scavenger. Organic amines such'as pyridine, triethylamine, di- 
isopropylethylamine and inorganic bases such as potassium caibonate are useful acid scavengers. 
5 The reactants are mixed at a reduced temperature (-80° to 0°) and the reaction mixture is 
allowed to warm to room temperature (20-25°) and then is often concentrated at reduced 
pressure. The residue is partitioned between an organic solvent such as ethyl acetate or 
methylene chloride and an aqueous inorganic base such as potassium bicarbonate. The extract is 
dried r concentrated, and the residue chromatographed on silica gel to separate the desired 4- 

10 aminopyrimidine (DI). The 4-aminopyrimidine (ED) is mixed with an excess of a secondary • 
amine, NHR^R^ (TV) and the mixture is heated under reflux for 2 to 24 hours. The mixture is 
allowed to cool and then is concentrated. The residue is partitioned as described above to 
remove the inorganic salts. The crude product is purified by conventional means (e.g. crystal- 
lization and/or chromatography) to give the desired trisubstituted pyrimidine (V). If a relatively 

15 nonvolatile secondary amine is used, the reaction mixture is diluted with an organic solvent such 
as ethyl acetate and the mixture is washed with an aqueous inorganic base. Alternatively, the 
required trisubstituted pyrimidine (V) intermediate may be obtained from reaction of a 2,4-di- 
amino-6-halopyridine with the appropriate primary amine (II) at elevated temperatures. The 
trisubstituted pyrimidine (V) is contacted with an a-haloketone, R^GHXpCO-R* (VI) where X, 

20 is preferrably -CI or -Br which provides a ketopyrimidine intermediate. The ketopyrimidine 
may cyclize to the desired pyrroIo[2,3-d]pyrimidine (VII) spontaneously at 20-25°. The 
cyclization may be accomplished by wanning the ketopyrimidine intermediate in an inert solvent 
(e.g. THF, ethyl acetate, toluene, methylene chloride) in the presence (or absence) of a mild 
dehydrating agent such as magnesium sulfate, molecular sieve, trialkylorthofonnate, etc. The 

25 cyclization may also be achieved by chromatography of the intermediate on silica gel in the 
conventional way. The final product is purified by chromatography and/or crystallization. 

When Wj is -N=, W 3 is -CH= and W s is -N= the bicyclic heterocyclic amines (XXX) 
are 3H-imidazo[4,5-b]pyridines (XXV)- a known system, see DE 3 318 671 Al CA 44, 2041b, 
Swiss Patent 260,741, and are prepared by the process of CHART C. The 2-(primary amino)- 

30 4,6-diaminopyridine (X) are prepared as described in CHART D. Nitration of the 2-(primary 
amino)-4,6-diaminopyridines (X) by conventional methods such as nitric acid (or sodium nitrate 
to form the analogous nitroso compound) provides the nitrotriaminopyridines (XXIII) and the 
regioisomer which may be separated by fractional crystallization or chromatography. The nitro 
group of the nitrotriaminopyridines (XXIH) may be reduced by hydrogenation in an inert solvent 

35 such as ethanol in the presence of palladium on carbon to provide the tetraaminopyridines 
(XXIV). The tetraaminopyridines (XXTV) are reacted with an acid halide or aldehyde as 
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described above for CHART A to provide the desired 3H-imidazo[4.5-b]pyridines (XXV). 

When W, is -N=, W 3 is -CH= and W 5 is -CR^ the bicyclic heterocyclic amines (XXX) 
are lH-pyrrolo[2,3-b]pyiidines (XI), a known ring system, see J. Chem. Soc. 101. 1912. 1779, 
and are prepared by the process of CHART D. The amino group of 4-amino-2.6- 
5 dichloropyridines (Wl) is alkylated by conventional methods known to those skilled in the an 
to provide aminopyridines (VUIA). Displacement of one of the chlorine atoms of the 
aminopyridines (VIIIA) is accomplished by treatment of the aminopyridines (VIIIA) with one 
equivalent of the desired secondary amines, HNR^, (TV) in an inert solvent such as THF or 
acetonitrile in the presence of an inorganic base such as potassium carbonate to provide the 2,4- 

10 di-amino-6-halopyridines (K). Displacement of the remaining halo group with a primary 
amine, NH 2 R 7 , (TJ) is accomplished in a similar manner at elevated temperature. Alternatively, 
the order of addition of the two amines may be reversed where NHjR, is added to 
aminopyridine (VHIA) followed by reaction with a secondary amine HNR^R^ (IV). Reaction 
of 2-(amino or substituted aminoH,6-diaminopyridines (X) with an a-haloketone 

15 (RsCHX.CORs. VI) as described for CHART B provides a keto-pyridine intermediate which is 
cyclized to lH-pyrrolo[2,3-bJpyridines (XI) in a similar fashion to that mentioned previously. 

When W, is -CH=, W 3 is -N= and W 5 is -N= the bicyclic heterocyclic amines (XXX) 
are lH-imidazo[4,5-c]pyridines (XXIX) and are prepared by the process of CHART E. This 
ring system is known, see Biochem. Z. 49, 1913, 182. In much the same maimer as CHART C, 

20 the amino group of 4-amino-2,6-dichloropyridine (Vm) is alkylated by conventional methods 
using the alkylating agent. R 7 -X, (XIV) which are known to those skilled in the art to provide 3- 
nitro-2.4,6-triaminopyridines (XXVI). In some cases the 3-nitro-2,4,6-triaminopyridines (XXVI) 
are protected with conventional protecting groups such as BOC, acetaroide or N-benzyl by 
methods known to those skilled in the art Displacement of the chlorines may be accomplished 

25 by treatment of the 3-mtro.2,4,^triaminopyridines (XXVI) with excess of the desired secondary 
amines, HNR^Rj., and HNR 4 .,R« (IV) in an inert solvent such as THF or acetonitrile in the 
presence of an inorganic base such as potassium carbonate to provide the 4-amino-2,6- 
diaminopyridines (XV). Nitration of the 4-amino-2,6-diaminopyridines (XV) by conventional 
methods as described in CHART C with a nitrating agent such as nitric acid provides the 3- 

30 rutro-2,4,6-triaminopyridines (XXVII) and the regioisomer which may be separated by fractional 
crystallization or chromatography. The nitro group may be reduced by hydro^enation of the 3- 
nitro-2,4,6-triaminopyridines (XXVII) in an inert solvent such as ethanol in the presence of 
palladium on carbon to provide the 2,3,4,toetraammopyridines (XXVIII). Any protecting 
.groups may be removed at this moment by conventional methods. The 2,3,4,6- 

35 tetraaminopyridines (XXVni) may be reacted with an acid chloride followed by base or with an 
aldehyde, ia the presence of cupric acetate as described for CHART C to provide the 1H- 



WO 93/20078 PCI7US93/02188 

-18- 

imidazo[4,5-c]pyridines (XXIX). 

When W, is -CH=, W ? is -N= and W 5 is -CR^ the bicyclic heterocyclic amines (XXX) 
arc lH-pyrrolo[3,2<|pyridines (XVI) and arc prepared by the process of CHART F. This ring 
system is known, see J. Chem. Soc. 1909, 95, 152$. Following a similar process to that 
5 described for CHART D, displacement of the -CI groups of 4-ammo-2,6-dicWoropyridine (VIII) 
is be accomplished by treatment with excess of the desired secondary amine, HNR^R^, (TV) in 
an inert solvent such as THF or acetonitrile in the presence of an inorganic base such as 
potassium carbonate to provide 4-amino-2,6-(substituted amino)pyridines (XIII). The primary 
amino group of the 4-amino-2,6-(substituted amino)pyridines (XHI) is alkylated by conventional 

10 methods using the alkylating agent, R 7 -X, (XIV) which is known to those skilled in the art to 
provide alkylaminopyridine (XV). Reaction of alkyliuninopyridine (XV) with an a-haloketone 
(RsCHXjCORg, VI) as described above provides a keto-pyridine intermediate which is cyclized 
to lH-pyrroIo[3^-c]pyridines (XVI) in a. similar fashion to that described above. 

CHART A discloses a process when the functionality R 5 of the bicyclic heterocyclic 

15 amines (XXX) is -H, it can be transformed to other functionality at C* The formyl, 

hydroxymethyl, and cyano analogs have biological activities themselves and are also useful 
intermediates for further functionalization. The formyl compound is obtained by Vilsmeier-type 
formulation of pyirolo[2,3-d])pyrimidines (VH) (phosphorous oxychloride, DMF) and from that, 
the hydroxylmethyl compound is derived by hydride reduction (e.g. sodium borohydride). The 

20 nitrile can be made by conversion of the foimyi group to the oxime (-N-OH) with 

hydroxylamine (NH 2 OH) followed by dehydration of the oxime (e.g. by heating in DMF). 

CHART G discloses process where the functionality R^ Rg and/or R 7 can be modified 
after the formation of the bicyclic heterocyclic amines (XXX).- For instance R 7 may be a 
removable group such as tert-butyl or N-benzyl. Deprotection of such a compound by methods 

25 known to those skilled in the art will provide the -N-H analog. Alkylation, acylation, or other 
routine operations will provide compounds of formula (XXX) with a new R 7 . Alternatively, the 
substituents at X Sl X^, and X 7 may contain a modifiable functional group that can produce new 
compounds containing altered R 5( R*, and R 7 substituents. For example, an aromatic ether can 
be dealkylated by routine methods such as hydrogen bromide to provide a phenol. The resultant 

30 phenol can be modified by routine methods to provide additional analogs and/or possible 

prodrugs including alcohols, amines or thiol sidechains. These can be modified by conventional 
methods, or in the case of the alcohol sidechains, converted to leaving groups which are 
subsequently reacted with various nucleophiles. When R w is an amino acid derivative, it is 
understood that the connection is via an ester bond formed between the hydroxyli group on the 

35 substrate and the carboxyl group on the amino acid. In much the same manner, the amine 

groups (-NR 2 .jR ; ... -NR^R^j) may contain modifiable functional groups (possibly in a protected 
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form) which can be modified as described above to fonn compounds containing new -NR, ,R 2 . 
and/or -NR^R^. 

It is preferred that the bicyclic heterocylic amine compounds of formula (XXX) be a 
pyrro!o[2,3-d3pyrimidine (VII) where W t and W, are both -N= and W s is -01,=. 
5 The bicyclic heterocyclic amines (XXX) in general and the pyrrolo[2,3-d]pyrimidines 

(VII) more specifically, are amines, and as such form acid addition salts when reacted with acids 
of sufficient strength. Phannaceutically acceptable salts include salts of both inorganic and 
organic acids. The phannaceutically acceptable salts are preferred over the corresponding free 
amines since they produce compounds which are more water soluble and more crystalline. The 
10 preferred phannaceutically acceptable salts include salts of the following acids hydrochloric, • 
hydrobromic. sulfuric, phosphoric, nitric, citric, methanesulfonic CHHCH^-COOH where n, is 
0 thru 4, HOOC^CH^-COOH where n is as defined above. HOOC-CH=CH-COOH, (j>-COOH. 
For other acceptable salts, see Int. J. Phamu, 33, 201-217 (1986). 

It is preferred that W, and W 3 are both -N=. It is preferred that W 5 is -CR^. It is 
15 preferred that R s is -H, -CH 3 , and 4-hydroxyphenyI. It is preferred that -NR^R,., be the 

same as -NR^R^. It is preferred that R,., and R 2 . 2 are taken together with the attached nitrogen 
atom to form 1-pyrrolidinyl, 1-piperazinyI, 1-thiomorpholinyl and 4-methyIpiperazin-l-yl; it is 
more preferred that R,., and R^ form 1-pyrrolidinyl and 1-piperazinyl. It is preferred that ^ is 
is -H, -CH 3 , and 4-hydroxyphenyl. It is preferred that R 7 is is -H. -CH 3 , -<|>, 2-(l- 
20 morpholinyDethyl and 2-(l-piperaanyl)ethyl. It is preferred that the non-cyclized bicyclic 

heterocyclic amines (XXX) be selected from the group consisting of compounds of EXAMPLES 
6. 8, 9, 12-15. 18-22. 24-29, 36-38, 40. 41, 44, 46^48, 49, 50. 54. 56, 60, 65, 70, 73, 76. 78-80, 
82. 84. 86. 91, 94, 99, 101, 103-105, 107, 109. 110, 115, 118-123, 126-133, 139-151, 153-156 
and 169-191. It is more preferred that the non-cyclized bicyclic heterocyclic amine (XXX) be 
25 selected from the group consisting of compounds of EXAMPLES 6, 25, 26, 29, 54, 70, 84, 86, 
141 and 145; it is most preferred that the non-cyclized bicyclic heterocyclic amines (XXX) be 
the compound of EXAMPLES 6 and 54. It is preferred that the (VQ-cyclized bicyclic amines 
(XXX) be selected from the group consisting of compounds of the EXAMPLES 112, 138. 161 
and 168. it is more preferred that the C r Q bicyclic amine (XXX) be the compound of 
30 EXAMPLE 1 12. In addition there are certain preferred compounds which are not within the 
scope of the bicyclic hetercyclic amines (XXX), these include 7, 30, 32-34, 52, 89, 96, 156, 
152. 157-160. 162-165 and 167; more preferred are the compounds of EXAMPLES 7, 52 and 
136. It is preferred that the bicyclic heterocyclic amine (XXX) be a salt rather than the free 



base 

35 



It is preferred that the bicyclic heterocyclic amines (XXX) be in the form of a 
phannaceutically acceptable salt and it is preferred that the salt be selected from the group 
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consisting of hydrochloride, hydrobromide, maleate and methanesulfonate. 

The tricyclic heterocyclic amines (XXX) are useful in treating/preventing spinal trauma, 
mild and/or moderate to severe head injury, subarachnoid hemorrhage and subsequent ischemic 
(thromboembolic) stroke, asthma and reduction of raucous formation/secretion in the lung, 
5 muscular dystrophy, adriamycin cardiac toxicity. Parkinsonism, Alzheimer's disease, other 
degenerative neurological disorders, multiple sclerosis, organ damage during reperfiision after 
transplant, skin graft rejection, hemorrhagic, traumatic and septic shock, and conditions such as 
severe bums, ARDS, inflammatory diseases such as osteo- or rheumatoid arthritis, nephrotic 
syndrome (immunological), systemic lupus erythematosis, allergic reactions, diabetes, athero- 

10 sclerosis, inflammation (dermatological antiinflammatory and antipsoriasis agents), emphysemas- 
cancer (limit metastasis, limit tumor growth), (stress induced) ulcers, ulcerative colitis and . 
Crohn's disease. The compounds are also useful for prophylactic treatment before neurological 
procedures, for treatment of myocardial infarctions, drug allergic reactions, post-resusdtation 
ischemia, and migraine headaches. The compounds have use in ophthalmology, e.g„ in 

15 treatment of diabetic retinopathy, age-related macular degeneration, cataracts and glaucoma, 
light-induced retinal damage and in irrigation mixtures used in eye surgery. 

In humans, the bicyclic heterocyclic amines (XXX) of the present invention are useful in 
treating subarachnoid hemorrhage and subsequent cerebral vasospasm, global cerebral ischemia, 
with resuscitation (CPR) to prevent post-ischemic brain damage, brain tumor (neuroprotective), 

20 Bells Palsy, other degenerative neurological disorders, hepatic necrosis (e.g. from viral hepatitis), 
some forms of radiation damage (for example during radiation treatment or from accidental 
exposure to radiation), myocardial damage after myocardial ischemia, pre-birth infant strangula- 
tion and infant hypoxia syndrome, such opthalmic disorders as uveitis and optic neuritis and 
ischemic bowel syndrome. 

25 In humans, the bicyclic heterocyclic amines (XXX) are useful in preventing damage 

following cardiopulmonary resuscitation, neurological or cardiovascular surgery and from 
cardiac infarction, occular damage after opthalmic surgery (e.g. cataritic surgery). 

It is prefened that the bicyclic heterocyclic amines (XXX) are useful in treating asthma 
(and reduction of mucous formaation/secretion in the lung), muscular dystrpphy v Parkinsonism, 

30 Alzheimer's disease and stroke. 

Generally, the bicyclic heterocyclic amines (XXX) are used like the glucocorticoid phar- 
maceuticals for the treatment of the above human conditions as well as the animal conditions 
listed below. While the bicyclic heterocyclic amines (XXX) are useful in both humans and 
animals in treating many of the same conditions and preventing damage from the same problems 

35 as the glucocorticoids, the bicyclic heterocyclic amines (XXX) are useful in treating a number of 
conditions and preventing damage from conditions where the glucocorticoids are not useful. 
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The bicyclic heterocyclic amines (XXX) have no glucocorticoid activity and therefore, unlike 
the glucocorticoids, they can be given daily for long periods of time (used chronically) without 
the side effects associated with the glucocorticoids. This is a distinct advantage. 

It is to be understood that each of the bicyclic heterocyclic amines (XXX) is useful to a 
5 different degree for treating each of the conditions above. However, as is known to those 
skilled in the art, some of the bicyclic heterocyclic amines (XXX) are better for treating some 
conditions and others are better for treating other conditions. 

The rat brain malonyldialdehyde and mouse spinal neuron lipid peroxidation assays 
(Hall et al, J. of Pcol. Exptl. Ther., 258, 688-694 (1991) identifies compounds which are 
antioxidants, which inhibit lipid peroxidation, and are useful in treating spinal trauma, mild 
and/or moderate to severe head injury, degenerative neurological disorders, etc. This test also 
will permit one skilled in the art to determine the relative degree to which each of the bicyclic 
heterocyclic amines (XXX) are useful and which are the preferred compounds. Another method 
useful for detennining which particular compounds inhibit lipid peroxidation, and which are 
therefore useful in treating spinal trauma, mild and/or moderate to severe head injury, degener- 
ative neurological disorders, etc is described by Pryor in Methods of Enzymology 105, 293 
(1984). This test also will permit one skilled in the art to determine the relative degree to which 
each of the bicyclic heterocyclic amines (XXX) are useful and which are the preferred 
compounds. Further, the mouse head injury assay of Hall, J. Neurosurg., 62, 882 (1980) 
discloses an assay from which one skilled in the art can readily determine which particular 
bicyclic heterocyclic amines (XXX) are useful in the acute treatment of spinal trauma or mild 
and/or moderate to severe head injury. This test also will permit one skilled in the art to 
determine the relative degree to which each of the bicyclic heterocyclic amines (XXX) are 
useful and which are the preferred compounds. Additionally, the cat 48 hour motor nerve 
degeneration model of Hall et al, Exp. Neurol., 79, 488 (1983) discloses a routine assay from 
which one skilled in the art can readily determine which particular bicyclic heterocyclic amines 
(XXX) are useful in treating chronic degenerative neurological disorders such as Parkinsonism, 
Alzheimer's disease etc. This test also will permit one skilled in the ait to determine the relative 
degree to which each of the bicyclic heterocyclic amines (XXX) are useful and which are the 
preferred compounds. H. Johnson in Int. Arch. Allergy Appl. Immunol., 70. 169 (1983) has 
described the ascaris sensitized rhesus monkey assay for anti-asthma drugs. 

The standard conditions for treatment are to give the bicyclic heterocyclic amines 
(XXX) orally or parenterally, e.g. IV (that is by injection, infusion or continuous drip) or IM, 
with a standard dose of about 0.05 to about 20 mg/kg/day IV forup to 10 days or about 0.05 to 
35 about 20 mg/kg/day; one to four times daily by mourn. 

For treating spinal trauma, mild and moderate to severe head injury, damage following 
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cardiopulmonary resuscitation, cardiac infarction, organ damage during ^perfusion after 
transplant, hemorrhagic, traumatic and septic shock, severe bums, ARDS, and nephrotic 
syndrome and preventing skia graft rejection, the standard conditions arc used. Typical 
treatment will involve an initial loading dose, e.g. an IV dose of 0.01 mg to 2 mg/kg followed 
5 by maintenance dosing eg. IV infusion for a day to a week depending on the particular 

condition of the patient and the particular compound used. This may be supplemented with IM 
or oral dosing for days, weeks or months to prevent delayed neuronal degeneration in 
neurological applications (eg spinal trauma, head injury). 

In treating subarachnoid hemorrhage and subsequent cerebral vasospasm or ischemic 
10 (thromboembolic) stroke the standard conditions are used and patients at risk are pre-treated ■ 
orally. 

In treating excess mucous secretion and asthma, the bicyclic heterocyclic amines (XXX) 
are administered orally, IV and by inhalation in the standard dose. In treating excess mucous 
secretions the oral dose of the bicyclic heterocyclic amines (XXX) used is from about 0.05 to 

15 about 20 mg/kg/day. The frequency of administration is one thru 4 times daily. The oral 

administration of the bicyclic heterocyclic amines (XXX) to treat excess mucous secretions may 
go on for months or even years. The susceptible individuals can be pre-treated a few hours 
before an expected problem. The IV dose is about 0.05 to about 20 mg/kg/day. The aerosol 
formulation contains about 0.01 to about 1.0% of the bicyclic heterocyclic amines (XXX) and is 

20 administered or used about four times daily as needed. 

In treating muscular dystrophy, Parkinsonism, Alzheimer's disease and other 
degenerative neurological disorders (amyotrophic lateral sclerosis; multiple sclerosis) bicyclic 
heterocyclic amines (XXX) are administered orally using a dose of about 0.05 to about 20 
mg/kg/day, administered or used one to four times a day. The treatment may go on for years. 

25 In addition, utility in disorders or physiological phenomena dependent on angiogenesis 

or neovascularization such as embryo implantation (antifertility), arthritis> and atherosclerosis is 
exhibited with the bicyclic heterocyclic amines (XXX) with or without co-administered oral 
heparin or systemic heparin fragments* see Science 221, 719 (1983). 

In treating adriamycin-induced cardiac toxicity, the bicyclic heterocyclic amines (XXX) 

30 are administered orally or IV using a dose of about 0.05 to about 50 mg/kg/day, preferrably 
about 0.5 to about 10 mg/kg/day. The bicyclic heterocyclic amines (XXX) are preferably given 
concomitantly with IV adriamycin or the individual is pre-treated with the bicyclic heterocyclic 
amines (XXX). 

For prophylaxis prior to and preventing damage after neurological or cardiovascular 
35 surgery the bicyclic heterocyclic amines (XXX) are used according to the standard conditions. 
The patient can be pretreated with a single IV or IM dose just prior to surgery or orally before 
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and after surgery. 

In treating osteo- or rheumatoid arthritis and other inflammatory diseases, the bicyclic 
heterocyclic amines (XXX) are given orally or IM in doses of about 0.05 to about 20 
mg/kg/day, one to four times daily. Orally the drug will be given over a period of months or 
5 years alone or with other steroidal or nonsteroidal antiinflammatory agents. The initial dose 
with some severe rheumatoid patients may be given TV and followed with an IV drip for up to 
24 hours or more. In addition, intra-arterial administration may be employed. 

In treating dmg allergic reactions, the bicyclic heterocyclic amines (XXX) are given in a 
dose of about 0.05 to 20 mg/kg/day, administered one to four times daily orally and IV. 
10 Typical treatment would be an initial IV loading dose followed by oral dosing for a few days or 
more. 

In treating atherosclerosis and emphysema, the bicyclic heterocyclic amines (XXX) are 
given orally in a dose of about 0.05 to about 20 mg/kg/day, one to four times daily for months 
or years. 

15 In treating dermatological inflammatory conditions including psoriasis, the bicyclic 

heterocyclic amines (XXX) are given orally in a dose of about 0.05 to about 20 mg/kg/day, one 
to four times daily or applied topically as a cream, ointment or lotion or equivalent dosage form 
in a concentration of about 0.05 to about 5% as long as needed. In treating these conditions the 
bicyclic heterocyclic amines (XXX) can be used with steroidal agents. 

20 The bicyclic heterocyclic amines (XXX) arc useful in the prevention and treatment of 

stress ulcers and of gastric intolerance caused by drugs such as nonsteroidal anti-inflammatory 
compounds (NOSAC). Stress ulcers are ulcers that develop after exposure to severe conditions 
such as trauma, bums, sepsis, extensive surgery, acute illnesses, and the like. Patients in 
intensive care units are particularly prone to develop stress ulcers. Stress ulcere also include 

25 lesions that can lead to upper gastrointestinal bleeding; such bleeding is likely to be prevented 
by these compounds. NOSAC includes drugs such as ibuprofen, aspirin, indomethacin, naprox- 
en, piroxicam and the like that are usually taken for analgesia, and that are often associated with 
gastrointestinal intolerance characterized by pain and lesions that may lead to bleeding. The 
bicyclic heterocyclic amines (XXX) will be administered preferentially by the oral route either 

30 a& tablets, capsules or liquids, in doses ranging from about 5 to about 500 mg, two to four txmes 
a day. The treatment would be either preventive, i.e., starting before ulcers have formed in 
patients at risk of developing such lesions, or therapeutic i.e., once the ulcers have formed. In 
patients whose clinical condition precludes swallowing the oral dosage forms, the bicyclic 
heterocyclic amines (XXX) would be given either through a nasogastric tube, or parenterally, 

35 - i.e., IV or IM. The parenteral doses would range from about 1 to about 100 mg and be admin- 
istered one to four times a day or by IV. 
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In dogs, the tricyclic heterocyclic amines (XXX) are useful in treating trauma, interver- 
tebral diseases (slipped disk), traumatic shock, flea bite and other allergies. 

In horses, the bicyclic heterocyclic amines (XXX) are useful in treating endotoxic or 
septic shock which follows colic, pretrcatment before surgery for colic and treatment of Founder 
5 (faminitis). 

In cattle, the bicyclic heterocyclic amines (XXX) are useful in treating acute colifotm 
mastitis, bovine mastitis, acute allergic reaction to feed lot vaccination and shipping fever. 

In pigs, the bicyclic heterocyclic amines (XXX) are useful in treating porcine stress 
syndrome and thermal stress syndrome. 
10 The term treatment or treating as used in this patent is used broadly and includes both - 

treatment of an existing condition as well as preventing the same condition from occurring 
where such is possible as is well known to those skilled in the art. For example, the bicyclic 
heterocyclic amines (XXX) can be used to treat existing asthma conditions and to prevent future 
ones from occurring. For example, the bicyclic heterocyclic amines (XXX) treat spinal trauma 
15 and prevent rejection of skin grafts. 

The bicyclic heterocyclic amines (XXX) can be used with other pharmaceutical agents 
in treatment of the conditions listed above as is known to those skilled in the art 

The exact dosage and frequency of administration depends on the particular bicyclic 
heterocyclic amines (XXX) used, the particular condition being treated, the severity of the 
20 condition being treated, the age, weight* general physical condition of the particular patient, 
other medication the individual may be taking as is well known to those skilled in the art and 
can be more accurately determined by measuring the blood level or concentration of the bicyclic 
heterocyclic amines (XXX) in the patient's blood and/or the patient's response to the particular 
condition being treated. 
25 DEFINITIONS AND CONVENTIONS 

The definitions and explanations below are for the terms as used throughout this entire 
document including both the specification and the claims. 

I. CONVENTIONS FOR FORMULAS AND DEFINITIONS OF VARIABLES 
The chemical formulas representing various compounds or molecular fragments in the 
30 specification and claims may contain variable substituents in addition to expressly defined 

structural features. These variable substituents are identified by a letter or a letter followed by a 
numerical subscript, for example, "Z," or "Rf where V is an integer. These variable 
substituents are either monovalent or bivalent, that is, they represent a group attached to the 
formula by one or two chemical bonds. For example, a group Z x would represent a bivalent 
35 variable if attached to the formula CH 3 -C(=Z 1 )H. Groups R,- and Rj would represent monovalent 
variable substituents if attached to the formula CH 3 -CH r C(R i )(R j )H 2 . When chemical formulas 
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are drawn in a linear fashion, such as those above, variable substituents contained in parentheses 
are bonded to the atom immediately to the left of the variable substituent enclosed in 
parenthesis. When two or more consecutive variable substituents are enclosed in parentheses, 
each of the consecutive variable substituents is bonded to (he immediately preceding atom to the 
5 left which is not enclosed in parentheses. Thus, in the formula above, both R5 and R, are 
bonded to the preceding carbon atom. Also, for any molecule with an established system of 
carbon atom numbering, such as steroids, these carbon atoms are designated as Q, where "i" is 
the integer corresponding to the carbon atom number. For example, C 6 represents the 6 position 
or carbon atom number in the steroid nucleus as traditionally designated by those skilled in the 

10 art of steroid chemistry. Likewise the term "V represents a variable substituent (either 
monovalent or bivalent) at the Q position. 

Chemical formulas or portions thereof drawn in a linear fashion represent atoms in a 
linear chain. The symbol "-" in general represents a bond between two atoms in the chain. 
Thus CHj-O-CHj-CHOy-CHa represents a 2-substitated-l-methoxypropane compound. In a 

15 similar fashion, the symbol "-" represents a double bond, e.g.. CH^COy-O-CHj, and the 
symbol V represents a triple bond, e.g., HfeC-CHdy-CHj-CHj. Carbonyl groups are 
represented in either one of two ways: -CO- or -C(=0)-, with the former being preferred for 
simplicity. 

Chemical formulas of cyclic (ring) compounds or molecular fragments can be 

20 represented in a linear fashion. Thus, the compound 4-chloro-2-methylpyridine can be 
represented in linear fashion by N=C(CH^-CH=ca-CH=C*H with the convention that the 
atoms marked with an asterisk (*) are bonded to each other resulting in the formation of a ring. 
Likewise, the cyclic molecular fragment, 4-(ethyl)-l-piperazihyl can be represented by -N*- 
(CH^-N^HjJ-CHi-CH,. 

25 A rigid cyclic (ring) structure for any compounds herein defines an orientation with 

respect to the plane of the ring for substituents attached to each carbon atom of the rigid cyclic 
compound. For saturated compounds which have two substituents attached to a carbon atom 
which is part of a cyclic system. -C(X,)(X 1 )- the two substituents may be in either an axial or e- 
quatorial position relative to the ring and may change between axial/equatorial. However, the 

30 position of the two substituents relative to the ring and each other remains fixed. While either 
substituent at times may lie in the plane of the ring (equatorial) rather than above or below the 
plane (axial); one substituent is always above the other. In chemical structural formulas 
depicting such compounds, a substituent (X t ) which is "below" another substituent (XJ will be 
identified as being in the alpha (a) configuration and is identified by a broken, dashed or dotted 

35 line attachment to the carbon atom. i.e., by the symbol "- - -" or The corresponding 
substituent attached "above" (X,) the other (X,) is identified as being, in the beta (8) 
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configuration and is indicated by an unbroken line attachment to the carbon atom. 

When a variable substituent is bivalent, the valences may be taken together or separately 
or both in the definition of the variable. For example/a variable R, attached to a caibon atom 
as «C(=R I )- might be bivalent and be defined as oxo or keto (thus forming a caibonyl group 

5 (-CO-) or as two separately attached monovalent variable substituents a-R^ and B-R u . When a 
bivalent variable, R^ is defined to consist of two monovalent variable substituents, the 
convention used to define the bivalent variable is of the form "a-R^rB-R^" or some variant 
thereof. In such a case both a-R^ and B-R^ are attached to the carbon atom to give 
-C^a-R^B-R^)-. For example, when the bivalent variable R^, -C(=R^- is defined to consist of 

10 two monovalent variable substituents, the two monovalent variable substituents are ct-R^rB-R^; 
.... cc-R^iB-R^o, etc, giving -Cfr-R^XB-RwK ~ -C(a-R^ 9 )(B-R^ I0 )-, eta Likewise, for the 
bivalent variable R n , -C(=R U K two monovalent variable substituents are a-R m :B-R n . 2 . For a 
ring substituent for which separate a and B orientations do not exist (e.g. due to the presence of 
a carbon carbon double bond in the ring), and for a substituent bonded to a carbon atom which 

15 is not part of a ring the above convention is still used, but the a and B designations are omitted. 
Just as a bivalent variable may be defined as two separate monovalent variable 
substituents, two separate monovalent variable substituents may be defined to be taken together 
to form a bivalent variable. For example, in the formula -C^H-C^H- (Cj and define 
arbitrarily a first and second carbon atom, respectively) R* and Rj may be defined to be taken 

2Q together to form (I) a second bond between Q and Q or (2) a bivalent group such as bxa (-0-) 
and the formula thereby describes an epoxide. When Rj and Rj are taken together to form a 
more complex entity, such as the group -X-Y-, then the orientation of the entity is such that C x 
in the above formula is bonded to X and Cj is bonded to Y. Thus, by convention the designa- 
tion "... R; and Rj are taken together to form -d^-CH^O-CO- means a lactone in which the 

25 carbonyl is bonded to Q. However, when designated M ... R^ and R,- are taken together to form 
-CO-0-CH 2 -CH 2 -the convention means a lactone in which the carbonyl is bonded to C x . 

The carbon atom content of variable substituents is indicated in one of two ways. The 
first method uses a prefix to the entire name of the variable such as ,r C r C 4 ", where both 'T* and 
"4" are integers representing the minimum and maximum number of carbon atoms in the 

30 variable. The prefix is separated from the variable by a space. For example, "Q-Q alkyl" 
represents alkyl of 1 through 4 carbon atoms, (including isomeric forms thereof unless an 
express indication to the contrary is given). Whenever this single prefix is given, the prefix 
indicates the entire caibon atom content of the variable being defined. Thus alkoxy- 
carbonyl describes a group CH^CH^-O-CO- where n is zero, one or two. By the second 

35 method the carbon atom content of only each portion of the definition is indicated separately by 
enclosing the "Q-Cj" designation in parentheses and placing it immediately (no intervening 
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space) before the portion of the definition being defined. By this optional convention 
(C r Q)alkoxycarbonyl has the same meaning as Q-Q alkoxycaibonyl because the "CpC," refers 
only to the carbon atom content of the alkoxy group. Similarly while both Q-Q alkoxyalkyl 
and (C r C3)alkoxy(C r C3)alkyI define alkoxyalkyl groups containing from 2 to 6 caibon atoms, 
5 the two definitions differ since the former definition allows either the alkoxy or alkyi portion 
alone to contain 4 or 5 carbon atoms while the latter definition limits either of these groups to 3 
carbon atoms. 

When the claims contain a fairly complex (cyclic) substituent, at the end of the phrase 
naming/designating that particular substituent will be a notation in (parentheses) which will 
10 correspond to the same name/designation in one of the CHARTS which will also set forth the • 
chemical structural formula of that particular substituent 

II. DEFINITIONS 
All temperatures are in degrees Centigrade. 
TLC refers to thin-layer chromatography. 
15 THF refers to tetrahydrofiiran. 

DMF refers to dimethylformamide. 

Saline refers to an aqueous saturated sodium chloride mixture. 
IR refers to infrared spectroscopy. 

CMR refers to C-13 magnetic resonance spectroscopy, chemical shifts are reported in 
20 ppm (5) downfield from tetramethylsilane. 

NMR refers to nuclear (proton) magnetic resonance spectroscopy, chemical shifts are 
reported in ppm (5) downfield from tetramethylsilane. 
TMS refers to tetramethylsilane. 
-<j> refers to phenyl (CgH^. 
25 MS refers to mass spectrometry expressed as mfz or mass/charge unit. [M + H] + refers 

to the positive ion of a parent plus a hydrogen atom. El refers to electron impact CI refers to 
chemical ionization. FAB refers to fast atom bombardment. 
HRMS refers to high remixture mass spectrometry. 
Ether refers to diethyl ether. 
30 Pharmaceutical^ acceptable refers to those properties and/or substances which are 

acceptable to the patient from a pharmacologicalAoxicological point of view and to the 
manufacturing pharmaceutical chemist from a physical/chemical point of view regarding 
composition, formulation, stability, patient acceptance and bioavailability. 

Pharmaceutical^ acceptable salts include the salts of the following acids hydrochloric, 
35 hydrobromic, sulfuric, phosphoric, nitric, citric, methanesulfonic CH 3 -(CH 1 > nr COOH where Oj is 
0 thru 4, HOOCKCHJnpCOOH where n is as defined above, HOOC-CH=CH-COOH, 
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4>-COOH. 

When solvent pairs are used, the ratios of solvents used are volume/volume (v/v). 
When the solubility of a solid in a solvent is used the ratio of the solid to the solvent is 
weight/volume (wt/v). 
5 BOC refers to -CO-0-(t-butyi). 

EXAMPLES 

Without further elaboration, it is believed that one skilled in the art can, using the 
preceding description, practice the present invention to its fullest extent The following detailed 
examples describe how to prepare the various compounds and/or perform the various processes 
10 of the invention and are to be construed as merely illustrative, and not limitations of the 

preceding disclosure in any way whatsoever. Those skilled in the art will promptly recognize 
appropriate variations from the procedures both as to reactants and as to reaction conditions and 
techniques. 

EXAMPLE 1 2,6 DichlorcnJ-methylaminopyriihidine (IE) 

15 2,4,6-TricMoropyrimidine (L 30 g) is added to a suspension of methylamine 

hydrochloride (H, 10 g) in THF (250 ml). The mixture is cooled to -6° and 
diisopropylethyiamine (55 ml) is added slowly. The mixture is stirred for 3 days at 20-25° and 
then is concentrated under reduced pressure. The residue is absorbed on silica gel (75 g) with 
ethyl acetate/methylene chloride (1/1) and applied to a silica gel (1 kg) column packed in ethyl 

20 acetate/hexane (1/1). Elution is performed with ethyl acetate/hexane (1/1) collecting 500 ml 
fractions. The appropriate fractions (8-14) are pooled and concentrated to give the tide 
compound, NMR (CDCy 629, 6.2 and 2.9 8. 
EXAMPLE 2 2,6-Dic^oro-4-n-propylaminopyrimidine (III) 

A mixture of 2,4,6-trichloropyrimidine (I, 11 g) in THF (160 ml) is cooled to -70°. 

25 Diisopropylethyiamine (II ml) is added, followed by the addition of a mixture of n-propylamine 
(H, 4.9 ml) in THF (15 ml). The mixture is allowed to stand for 3 days. at 20-25° and then is 
concentrated. The residue is partitioned between ethyl acetate and aqueous potassium 
bicarbonate. The organic extract is washed with water and saline r then dried and concentrated 
to give a solid. The solid is chromatographed on silca gel (650 g) packed in ethyl acetate/- 

30 hexane (10/90) and eluted with ethyl acetate/hexane (10 — >30/90 — >70). The appropriate 
fractions (14-18) are pooled and concentrated to give the title compound, NMR (CDCy 6.29, 
5.87, 3.21, 1.65 and 0-99 8. 

EXAMPLE 3 4-Methylamino-2,6-di-I-pynoUdinopyrimidine (V) 

Pyrrolidine (TV, 25 ml) is added (exothermic) to 2,6-dichIoro-4-methylaminopyrimidine 
35 (EL EXAMPLE 1, 1.81 g). The mixture is stirred and heated under reflux for 23 hours, then is 
allowed to cool and concentrated under reduced pressure. The residue is partitioned between 
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ethyl acetate and aqueous potassium bicarbonate, the phases separated and organic phase is 
concentrated to give a solid. The solid is crystallized from hexane to give the title compound, 
mp 100.5-103°; NMR (CDC1 3 ) 4.74, 3.51, 3.43, Z81 dnd 1.9 5; CMR (CDCI3) 164.50, 161.92, 
160.18, 70.78.46.06, 45.85, 28.47, 25.44, 25.19 8. 
5 Alternatively, the tide compound can be obtained by the reaction of 4-chloro-2,6-di-l- 

pyrrolidinylpyrimidine and methylamine (H) in pyridine in a pressure tube at 100°, MS (M+) 
247. 

EXAMPLE 4 4-n-Pit)pylamino-2,6-<U4-pyrrolidinopyrimidine (V) 

Pyrrolidine (IV, 30 ml) is added (exothermic) to 2,6-dichloro-4-n-propyl-pyrimidine (III, 

10 EXAMPLE 2, 3.09 g). The mixture is stirred and heated under reflux for about 18 hours, then- 
is allowed to cool and is concentrated under reduced pressure. The residue is partitioned 
between ethyl acetate and aqueous potassium bicarbonate as in EXAMPLE 3 to give a solid 
which crystallized from ethyl acetate/hexane to give the title compound, NMR (CDd 3 ) 4.70, 
4.34, 3.50, 3.42, 3.12, 1.9, 1.61 and 0£7 8; CMR (CDCy 163.69, 161.91, 16029, 79.11, 46.07, 

15 46.85, 43.61, 25.45, 2520, 22.68, 1 1.56 8. 

EXAMPLE 5 2,6-bis-(2-Hydroxyethyl)me%lamino^methylaminopyrimidine (V) 

A mixture of 2,6-dichloro^memylamino-pyrimidine (III, EXAMPLE 1, 1,78 g) and 2- 
(methylamino)ethanol (TV, 25 ml) is heated under reflux for about 18 hours, then is allowed to 
cool and is diluted with ethyl acetate (100 ml). The mixture is washed with aqueous potassium 

20 bicarbonate (0.5 N), water (4 x 25 ml) and with saline (50 ml). The aqueous phases are 

backwashed with ethyl acetate. The organic extracts are combined, dried and concentrated to 
give the title compound, NMR (CDCI3) 4.82, 3.8, 3.68, 3.1 1, 3.00 and 2.848; CMR (CDC1 3 ) 
164.0, 161.76, 71.16, 63.08, 62.47, 52.64, 36.91, 36.49 and 28.35 8. 
EXAMPLE 6 6-PhenyI-2,4-dHl-pynoHdinyI)^^ 

25 (VII) 

Powdered a-bromoacetophenone (VI, 1.83 g) is added to a stirred, cold mixture of 4- 
methylamino-2,6-di-(l-pyrrolidinyl)pyrimidine (V, EXAMPLE 3, 2.23 g) in acetonitrile (75 ml) 
containing diisopropylethylamine (2 ml). The mixture is stirred for 1 hour at 20-25° a precipi- 
tate separates and the mixture is allowed to stand for 2 days and then is concentrated under 

30 reduced pressure. The residue is partitioned between methlene chloride and aqueous potassium 
bicarbonate as described in EXAMPLE 3. The phases are separated, the organic phase is 
washed, dried and concentrated to give a solid. The solid is absorbed on silica gel (22.5 g) 
from methylene chloride and applied to a column of silica gel (200 g) packed in acetone/- 
methylene chloride (5795). The column is eluted with acetons/methylene chloride (5/95), the 

35 appropriate fractions are pooled and concentrated to give a solid. The solid is crystallized from 
acetone/methlene chloride to give the title compound, mp 160.5-161°; NMR (CDC1 3 ) 7.5-7.25, 
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6.43, 3.79, 3.68, 3.63 and 155 5; CMR ( CDCI 3 ) 157.94, 155.41, 133.28, 133.04, 128.33, 
128.07, 126.62, 100.84, 96.40, 47.36, 46.47. 29.69 and 2535 5; MS (ra/z) M + = 347. 
EXAMPLE 7 6-[2-(2-Methyl)propyI)-7-me 
d]pyrimidine (VII) 

5 Following the general procedure of EXAMPLE 6 and making non-critical variations but 

starting with 4-methylamino-2,6-di-(l-pyirolidinyi)pyrimidine (V, EXAMPLE 3, 0.495 g) and 
i-bromopinacolone (VI, 0.4 g), the title compound is obtained, mp 207-208°; NMR (CDCI3) 
6.10, 3.79, 3.76, 339, 1.95 and 139 6; CMR (CDCI3) 157.66, 155.22, 140.45, 96,13, 94.64. 
47.27, 46.41, 30.30, 29.94 and 2532 8. 
10 EXAMPLE 8 6-Phenyl-7-n-propyl-2,4-di-(l-py^ 

(vn> 

Following the general procedure of EXAMPLE 6 and making non-critical variations but 
starting with 4-n-propyIamino-2 l 6-di-l.pyrrolidino-pyrimidine (V, EXAMPLE 4, 3.85 g) and 
powdered a-bromoacetophenone (Vt 2.84 g), the title compound is obtained, mp at 83°; NMR 
15 (CDCI 3 > 73-7.25. 6.38, 4.14. 3.79, 3.61, 1.95, 1,62 and 0.72 5; CMR ( CDCI 3 ) 157.80, 155.44, 
155.31, 133.82, 132.83, 128.29, 12826, 126.66, 10232, 101.29,47.33,46.44,43.82,2534, 
22.87 and 1L14 5. 

EXAMPLE 9 7-Metoyl-2,4-di-[N-methyl^ 
olo[2,3-d]pyrimidine (VII) 
20 Following the general procedure of EXAMPLES 6-8 and making non-critical variations 

and using cc-bromoacetophenone (VI, 1.18 g) and 2,6-bis*(2-hydroxyethyl)methyIamino-4- 
methylaminopyrimidine (V, EXAMPLE 5, 13 g) the title compound is obtained, NMR (CDCy 
73-7.3, 6.44, 3.90, 3.78, 3.62, 3.44 and 3.23 5. 

The methanesulfonic acid salt of the title compound is obtained as a hygroscopic solid. 
25 EXAMPLE 10 2-[(2,6-DicWoropyrimidin-4-yl)amino]ethanoi (m) 

Following the general procedure of EXAMPLE 1 and making non-critical variations but 
starting with ethanolamine (II, 1.65 ml) and 2,4,6-tricMoropyrimidine (I, 5.00 g), the title 
compound is obtained, NMR (CDCy 6.33, 3.86, 339, 139 5. 
EXAMPLE 11 2-[(2,6-Di-(I-pyrTOlidinyl)pyrimidin^yl)ainino]ethanol (V) 

30 Following the general procedure of EXAMPLE 3 and making non-critical variations but 

starting with pyrrolidine (TV, 10.0 ml) and 2-[(2,6-dichloropyrimidin-4-yl)amino]ethanoI (HI, 
EXAMPLE 10, 2.77 g), the title compound is obtained, mp 138-140°; IR (mineral oil) 1600, 
1571, 1508, 1476, 1449, 1432, 1417, 1343 cm" 1 ; NMR (CDCI3) 5.9-6.6,4.8-5.1, 4.76, 3J4, 
3.25-3.6, L7-2.0 5; MS (m/z) 277, 249, 233 and 205. 
35 EXAMPLE 12 2-[6-Phenyl-2,4-di-l-pyrrolidinyI-7H-pynolo[2,3-d]pyrimidin 

yljethanol hydrochloride (Vll-salt) 
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Following the general procedure of EXAMPLE 6 and making non-critical variations but 
starting with 2-t(2,6-di-(l-pyrroKdinyI)pyriniidirH^-yl)aniino]ethanoI (V, EXAMPLE 11, 2.00) 
and 2-bromoacetophenone (VI. 1.46 g). the free base of the title compound is obtained, mp 156- 
157°; IR (mineral oil) 2953. 2924, 2860. 1572, 1529, 1478, 1473. 1453, 1449, 753 cm 1 ; NMR 
5 (CDC1 3 ) 7.84, 7.25-7.5, 6.40. 4.1-4.2, 3.95-4.05. 3.79. 3.59 and 1.9-2.1 5; MS (m/z) 377, 346. 
333, 305 and 188. 

The hydrochloride salt is prepared in methanol and crystallized from hot acetone to 
provide the title compound, mp 131-133°. 

EXAMPLE 13 2-[6-Phenyl-2,4-di-l-pyrralidinyl-7H-pyirolo[2,3-d]pyrmaidin-7-yl]ethyl 

10 methanesulfonate (Vn-salt) 

Methanesulfonyl chloride (0.25 ml) is added to a mixture of 2-[6-phenyl-2,4-di-l- 
pyrrolidmyl-7H-pyrrolo[2,3-d]pyriirudin-7-yl]ethanol (VII, EXAMPLE 12, 0.83 g). triethylamine 
(1.0 ml) and THF (20 ml) at 0°. The mixture is stirred at 0° for 1 hour, quenched with ice, and 
concentrated. Aqueous workup (ethyl acetate, saline wash, magnesium sulfate) gives the title 

15 compound as a solid; NMR (CDC1 3 ) 7.3-7.5, 6.41, 4.63. 4.43, 3.7-3.85. 3.5-3.75. 2.65. 1.9-2.1 5. 
EXAMPLE 14 2-[6-Phenyl-2,4^i-l-pvTOlidmyl-7H-pyrrolo[23-d]pyrimidin-7-yl]-S- 
ethyl-l-thipacetate (VII) 
Thiolacetic acid (0.60 ml) is added to a mixture of 2-[6-phenyl-2,4-di-l-pyrrolidinyI-7H- 
pyrrolo[2,3-d]pyrimidin-7-yl]ethyl methanesulfonate (VD, EXAMPLE 13, 0.95 g), potassium 

20 carbonate (0.58 g), and acetonitrile (10 ml) at 0°. The mixture is allowed to warm to 20-25° and 
is heated at reflux for 2 hr. After cooling to 20-25°, basic workup (ethyl acetate, 1 N potassium 
bicarbonate, saline wash, magnesium sulfate) and purification by flash chromatography eluting 
with ethyl acetate/hexane (4/96), pooling and concentrating the desired fractions gives the title 
compound, IR (mineral oil) 2968, 2951, 2925, 2869. 2860, 1689, 1566, 1516, 1470. 1452 and 

25 756 cm' 1 ; NMR (CDC1 3 ) 7.25-7.5, 6.39, 4.34, 3.75-3.85, 3.55-3.65, 3.24, 2.16 and 1.9-2.1 5; MS 
(m/z) 435, 393. 333 and 43. 

EXAMPLE 14A 2-[6-Phenyl-2.4-di-l-pynxlidmyl-7H-pvnolo[2,3-d]pyrimidin-7- 
yl]ethanethiol (VII) 

Sodium hydroxide (300 mg) is added to a mixture of 2-[6-phenyl-2,4-di-l-pyrroIidinyl- 
30 7H-pym)lo[2,3-d]pyrimidin-7-yl]-S-ethyl-l-mioacetate (VTJ, EXAMPLE 14, 240 mg), ethanol 
(1 1.5 ml), and water (2.9 ml. deoxygenated with argon). The mixture is heated at reflux for 80 
min and is allowed to cool to 20-25°. Concentration, aqueous workup (methylene chloride, 
sodium sulfate), and purification by flash chromatography eluting with ethyl acetate/hexane 
(5/95), pooling and concentrating the desired fractions gives the title compound, IR (mineral oil) 
35 2963. 2948. 2929, 2866. 1563. 1518. 1484. 1469, 1455, 1415, 1355, 754 cm" 1 ; NMR (CDCl,) 
7.2-7.5. 6.39, 4.2^.5, 3.4-3.9, 2.83. 1.8-2.1 8; MS (m/z) 393, 360, 346, 333, 305. 
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EXAMPLE 15 2-[6-Phenyl-2,4-di-l-pynolidinyl^ 
acetate (VII) 

Prepared by standard methods to give the tide compound as a solid, mp 145-148°; IR 
(mineral oil) 2953, 2924, 2866, 2855, 1742, 1569, 1519, 1471, 1456, 1448, 1233 cm' 1 ; ! H NMR 
5 (CDC1 3 ) 7.25-7.5, 6.41. 4.43, 4.30, 3.7-3.85, 3.55-3.65, 1.85-2.1, 1.82 5; MS m/z 419, 391. 376, 
333, 209. . 

EXAMPLE 16 4-tert-ButyIamino-2 I 6-dichloropyrinudine (Iff) 

Tert-butylamine (II, 623 ml) is slowly added to 2,4,6-tricWoropyrimidine (I, 10.0 g) at 
-20° (temp, rose to -14°). Diisopropylethylamine (9.50 ml) is added and the mixture is stirred at 
10 20-25° for 72 hours, Basic workup (ethyl acetate, 1 N potassium bicarbonate, magnesium 
sulfate) and purification by flash chromatography eluting with hexane/ethyl acetate (9/1), 
pooling and concentrating the desired fractions gives the title compound, mp 192-193°; NMR 
(CDC1 3 ) 6.29, 1.44 8. 

EXAMPLE 17 4-tert-Butylamino-2,6^i<l-pynoUdinyl)pyrimidine (V) 

15 Pyrrolidine (IV, 10.0 ml) is added to 4-tert-butyIamino-2 I 6-dichloropyrimidine (IE, 

EXAMPLE 16, 3.55 g) at -10°, and the mixture heated at reflux for 30 hours. After cooling to 
20-25°, basic workup (ethyl acetate, 1 N potassium bicarbonate, saline wash, magnesium sulfate) 
gives the tide compound as a liquid; NMR (CDCy 4.78, 426, 3.3-3.6, 1.85-2.0 and 1.41 5. 
EXAMPLE 18 7-tert-Butyl-6-phenyl-2,4-di-l-pynDhdinyt-7H-pyrro 

20 (VII) 

2-Bromoacetophenone (VI, 1.4 g) is added to a mixture of diisopropylethylamine (1.5 
ml) and 4-tert-butylamino-2,Q-di-(l-pyrrohMinyI)pyrimidine (V, EXAMPLE 17, 2.0 g) in 
acetonitrile (60 ml) at 0°. The mixture is allowed to warm to 20-25° and is then heated at 
reflux for 115 hr. After cooling to 20-25°, basic workup (methylene chloride, 1 N potassium 

25 bicarbonate, magnesium sulfate), and purification by flash chromatography eluting with ethyl 
acetate/hexane (5/95), and pooling the desired fractions gives the title compound, mp 87-89°; IR 
(mineral oil) 2960, 2925, 2856, 1577, 1561, 1510, 1467, 1453. 1388, 1360 cm* 1 ; NMR (CDCI3) 
7.25-7.45, 6.15, 3.7-3.8, 3.55-3.65, L85-2.05, 1.62 5; MS (m/z) 389, 333, 305. 
EXAMPLE 19 6-Phenyl-2,4-di-l-pyrrolidinyl-7H-pyrrolo[2,3-d]pyrimidine (VII) 

30 Trifluoroacetic acid (1 8.0 ml) is slowly added to a mixture of 7-tert-butyI-6-phenyl-2 t 4- 

di-l-pyrroBdinyl-7H-pyrrolo[2,3-d]pyrimidine (VII, EXAMPLE 18, L2 g) and methylene 
chloride (4.0 ml) at 0°. The mixture is permitted to warm to 20-25° and the resulting mixture is 
stirred at 20^25° for 4 hr. Concentration and basic workup (chloroform, 1 N sodium hydroxide, 
sodium sulfate) gives the title compound; IR (mineral oil) 2954, 2924, 2855, 1611, 1595, 1566, 

35 1548, 1519, I483 T 1470, 1456 cm" 1 ; NMR (CDC1 3 ) 10.45, 7.49, 7.32, 7.17, 6.68, 3.83, 3.57, 
2.02, 1.8-2.0 8; MS (m/z) 333, 305. 291. 278, 264, 166. 
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EXAMPLE 20 



7-tert-Butyl-6-(4-methoxyphenyl)-2.4-di-l-pyiTolidinyl-7H-pynx)lo[2.3- 
djpyrimidine CVTI) 



FoUowing the general procedure of EXAMPLE 1 and making non-critical variations but 
starting with 2-bromo-4'-methoxyacetophenone (VI, 2.37 g) and 4-tert-butylamino-2,6-di-(l- 
5 pyrrolidinyl)pyrimidine (V. EXAMPLE 17, 3.00 g), the title compound is obtained, mp 204* 
206°; IR (mineral oil) 2953, 2926, 2858. 1586, 1579. 1561, 1553, 1510, 1467, 1452, 1444 cm-'; 
NMR (CDC1 3 ) 7.29, 6.85, 6.13, 3.84, 3.65-3.80, 35-3.65, 1.85-2.0, 1.61 8; MS m/z419, 363, 
348, 335. 



Hydrogen bromide (5.0 ml, 48% aq.) is used to dissolve 7-tert-butyl-6-(4- 
mefooxyphmyl)-2,4-ffi-l-pyrrol^ EXAMPLE 20, 0.21 g) 

15 and the mixture heated at 120° for 30 min. After cooling to 20-25°, concentration, aqueous 
workup (ethyl acetate, ammonium hydroxide, water, saline washes, magnesium sulfate) and 
purification by flash chromatography eluting with hexane/ethyl acetate (3/1). The appropriate 
fractions are pooled and concentrated to give the title compound, 6-(4-methoxyphenyl>2,4-di-l- 
pyrrolidinyl-7H-pyrrolot2,3-d]pyrimidine, mp 203-205°; IR (mineral oil) 2955, 2925. 2864, 

20 2857, 1617, 1564, 1518, 1500, 1485, 1472, 1457 cm '; NMR (CDCI3) 925, 7.41, 6.90, 6:56, 
3.82, 3.7-3.9, 3.5-3.65. 1.85-2.1 8; MS m/z 363. 335, 320, 308. 181. 

Further elution provides 6-(4-hydroxyphenyl)-2,4-di-l-T^rroUdinyl-7H-pyrrolo[2,3- 
djpyrirnidine as a solid, IR (mineral oil) 2954, 2924, 2856, 1602, 1581, 1567, 1554, 1525, 
1499, 1455 cm 1 ; NMR (d^DMSO) 11.32, 9.40, 7.57, 6.73, 6.64, 3.6-3.8, 3.45-355, 1.8-2.0 8; 

25 MS (m/z) 349, 321, 294, 174. 

EXAMPLE 23 4-Methyl-2,6-di-(l-thiomorpholinyl)pyrimidine (V) 

Thiomorpholine (IV, 4.30 g) is added to a mixture of 2,6-dichloro-4- 
methylaminopyrimidine (HI, EXAMPLE 1, 15 g), diisopropylethylamine (7-3 ml) and 
aeetonitrile (16.8 ml) at 20-25°. The mixture is heated at reflux for 24 hours. After cooling to 

30 20-25°, concentration, basic workup (ethyl acetate, 1 N potassium bicarbonate, magnesium 

sulfate) and purification by flash chromatography eluting with ethyl acetate/hexane (20/80). The 
appropriate fractions are pooled and concentrated. NMR (CDClj) 5.69, 4.69, 4.08, 2.89, 2.6-2.7 
5. 

Thiomorpholine (1.18 g) is added to a mixture of the mono substituted product (1.87 g) and 
35 pyridine (3.8 ml) and the mixture heated in a bomb at 150° for 41 hours. Concentration, basic 
workup (ethyl acetate. I N potassium bicarbonate, magnesium sulfate) and purification by flash 



EXAMPLE 21 



6-(4-Hydroxyphenyl)-2,4-di-l-pyrrolidmyl-7H-pyrrolo[2,3-d]pynmidine 
(VD) and 

6X4-metooxyphenyl)-2,4-di-l-p^ 
(VII) 



10 



EXAMPLE 22 
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chromatography eluting with ethyl acetate/hexane (20/80). The appropriate fractions are pooled 
and concentrated to give the title compound* NMR (CDCy 4.90, 43-4.5, 3.95-4.1, 3.8-3.95, 
2.85, 2 .5-2.7 5. 

EXAMPLE 24 7-Methyl-6-phenyl-2 > 4-di-l-tWomoiphoIinyl-7H-pyrrolo[2^ 

5 (VH) 

Following the general procedure of EXAMPLE 6 and making non-critical variations but 
starting with 2-bromoacetophenone (VI, 0.902 g) is added to a mixture of 4-methyl-2,6-di-(l- 
thiomorpholinyl)pyrimidine (V, EXAMPLE 23, 1.38 g), the title compound is obtained, tnp 
133-135°; IR (mineral oil) 2929, 2867, 2855, 1585, 1555, 1507, 1464, 1449, 1377, 1367, 949 

10 cm' 1 ; NMR (CDCy 725-7 J, 6.29, 4.1-425, 3.66, 2.6-2.8 S; MS (mfz) 41 1, 378, 364, 350, 338. 
EXAMPLE 25 6-Phenyl-7-[2-(l-piperaziny^ 
d]pyrimidihe maleate (Vll-salt) 
A slurry of piperazine (4.85 g) and acetonitrile (25 ml) is added to a suspension of 2-[6- 
phenyl-2,4-di-l-pyirolidmyI-7H-py^ methanesulfonate (VII, 

15 EXAMPLE 13, 0.558 g), potassium carbonate (0.641 g), sodium iodide (0.005 g) and 

acetonitrile (25 ml) at 20-25°. The mixture is heated at reflux for 16.5 hours. After cooling to 
20-25°, basic workup (methylene chloride, 1 N potassium bicarbonate,, sodium sulfate) and 
purification by flash chromatography eluting with methanol/methylene chloride (10/90). The 
appropriate fractions are pooled and concentrated to give the free base corresponding to the title 

20 compound, NMR (CDC1 3 ) 72-7.55, 6.38, 429, 3.65-3.9, 3.5-3.65, 2.7-2.9, 2.58, 2.45, 1.8-2.1 £. 

The maleic acid salt is prepared in methanol and methylene chloride. Concentration and 
trituration (acetone) gives the title compound, mp 181-183°; IR (mineral oil) 2954, 2925, 2855, 
1574, 1517, 1484, 1474, 1451, 1424, 1376, 1361, 750 cnf 1 ; MS (m/z) 445, 333, 305. 
• 25 EXAMPLE 26 7-[2-(l-Morphoimyl)e^ 

pyrrolo[2,3-d]pyrimidine maleate (VH-salt) 
A mixture of morpholine (4.85 g) in acetonitrile (23 ml) is added to a mixture of 2-[6- 
phenyl-2,4-(H-l-pyrrolidmyl-7H-pyro methanesulfonate (VII, 

EXAMPLE 13, 0.530 g), sodium iodide (10.0 mg), potassium carbonate (0.641 g) and 
30 acetonitrile (23 ml) at 20-25°. The mixture is heated at reflux for 215 hr. After cooling to 20- 
25°, basic workup (1 N potassium carbonate, methylene chloride* sodium sulfate) and 
purification by flash chromatography eluting with acetoneAnethylene chloride (5/95). The 
appropriate fractions are pooled and concentrated to give the the free base corresponding to the 
title compound, NMR (CDCLj) 725^7.55, 6.38, 429, 3.7-3.9, 3.5-3.7, 2.59, 2.3-2.45, 1.85-2.1 5. 
35 The maleic acid salt is prepared in methanol and methylene chloride. Concentration and 

trituration (ethyl acetate) gives the tide compound as a solid, mp 169.5-171°; IR (mineral oil) 
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2953. 2925.2856, 1616, 1586, 1570, 1542. 1524. 1488, 1481, 1455, 1378, 1353 cnr l ;.MS (m/z) 
446, 333. 

EXAMPLE 27 7-[2-(H4-Methyl)pipera^^ 

pym)io[2,3-d]pyrimidine maleate (VH-salt) 

5 A mixture of l-methylpiperazine (5.64 g) in acetonitrile (25 ml) is added to a mixture of 

2-[6-phenyl-2,4-di-l-pyrolid^ methancsulfonate (VII, 

EXAMPLE 13, 0,556 g), sodium iodide (10.0 mg), potassium carbonate (0.641 g) and 
acetonitrile (25 ml) at 20-25°. The mixture is heated at reflux for 7 horns. After cooling to 20- 
25°, basic workup (1 N potassium carbonate, methylene chloride, sodium sulfate) and 

10 purification by flash chromatography eluting with methanol/methylene chloride (5/95). The • 
appropriate fractions are pooled and concentrated to give the the free base corresponding to the 
tide compound, NMR (CDC1 3 ) 7.25-7.5, 6.37, 4.28, 3.7-3.9, 3.60, 2.62, 2.2-2.7, 2.26, 1.85-2.1 5. 
The maleic acid salt is prepared in methanol (20 ml), mp 159-162°; IR (mineral oil) 

2954, 2925, 2868, 2856. 1571, 1564, 1518, 1483, 1467, 1456, 1419, 1377, 1356 cm* 1 ; MS (m/z) 
15 459, 389, 333. 

EXAMPLE 28 2-[6-(4-Methoxypheayl)-2,4-di-l-pynoIidinyI-7H-pynolo[2,3^ 
d]pyrimidin-7-yl]ethanol hydrochloride (VH-salt) 
Following the general procedure of EXAMPLE 61 and making non-critical variations 
but starting with 2-bromo-4 , -methoxyacetOpheiione (VI, 0.825 g) and 2-[(2,6-di-(l- 
20 pyiroUdinyl)pyrimidin-4-yl)amino]ethanol (V, EXAMPLE 11, 1.0 g) the free base 

corresponding to the title compound is obtained, mp 21 1.5-213°: IR (mineral oil) 2954, 2924, 
2854, 1571, 1528, 1496. 1484, 1474, 1457, 1446, 1250, 776 cm" 1 ; NMR (CDCI3) 7.87, 7.25- 
7.35, 6.95, 6.33, 4.05-4.2, 3.95-4.05, 3.85, 3.7-3.9, 3.5-3.65, 1.8-2.1 8; MS (ra/z)407, 379, 376, 
363. 

25 The hydrochloride salt is prepared in methylene chloride and methanol, mp 175-177°; 

MS (m/z) 407, 376,363, 348, 203. 

EXAMPLE 29 2-[6-(4-Hydroxyphenyl)-2,4-di-l-pyrrolidinyl-7H-pyrroIot2,3- 
d]pyrimidin-7-yl)ethanol hydrochloride (VH-salt) 
2^6-(4-methoxyphenyl)-2,4-di^ 
30 (VH, EXAMPLE 28, 0.204 g) is heated at 120° in aqueous hydrogen bromide (48%, 5 ml) for 
0.5 hours. After cooling to 20-25°, concentration, basic workup (ethyl acetate, ammonium 
hydroxide, magnesium sulfate) and purification by flash chromatography eluting with 
methanol/methylene chloride (2/98),pooiing and concentrating the appropriate fractions gives the 
free base corresponding to the title compound, NMR (CDCI3) 7.21, 6.88, 6.32, 4.05-4.15, 3.95- 
35 4.05, 3.78, 3.5-3.65, 1.8-2.1 5; MS (m/z) 393, 365, 362, 349, 321, 196. 

The hydrochloride salt is prepared in methylene chloride and methanol, mp 258-259°; IR 
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(mineral oil) 3057, 3034. 3014. 1619. 1613. 1545, 1450. 1271 cm" 1 ; MS (m/z) 393. 362. 349. 
338, 321, 196. 

EXAMPLE 30 2-[6.Meth y l-2,4-di-l-pyrrolidihyl-7H-pyrrolo[2.3-d]pyito 
yl]ethanol (VII) 

5 Chloroacetone (VI, 2.44 g) is added to a mixture of 2-[(2,6-di-(l-pynMdmyl)pyrimidin- 

4-yl)aminojethanol (V, EXAMPLE 1 L 5.50 g), diisopropylethylamine (6.00 ml), lithium 
bromide (2.31 g) and acetonitrile (200 ml) at 20-25°. The mixture is heated at reflux for 19 J 
hours. Alter cooling to 20-25°, basic workup (methylene chloride. 1 N potassium bicarbonate, 
sodium sulfate), and purification by flash chromatography eluting with methanol/methylene 
10 chloride (1/99 -> 2/98). The appropriate fractions are pooled and concentrated to give the title 
compound, NMR (CDC1 3 ) 7.65, 6.09, 4.10, 3.93, 3.74, 3 35, 2.26, 1.8-Z1 8. 
EXAMPLE 31 2-[6-MetoyI-2,4-di-l-pynol^ 
methanesulfonate (VH-salt) 
Methanesulfonyl chloride (0.67 ml) is added to a mixture of 2-[6-methyl-2,4-di-l- 
15 pyrroUduiyl-7H-pyrrolo[2,3-d]pyrimidin-7-yl]ethanol (VII, EXAMPLE 30, 2.70 g). 

triethylamine (1.2 ml), and methylene chloride (32 ml) at 20-25° and the mixture stirred for 2 
hours. Basic workup (1 N potassium bicarbonate, methylene chloride, sodium sulfate) gives the 
title compound, mp 141-143°; NMR (CDCI3) 6.07, 4.60, 4.29, 3.72, 3.55, 2.60. 2.31, 1.8-2.05 S. 
EXAMPLE 32 6-Memyl-7-[2-(I-morphohnyl^ 
20 pynolo[2,3-d]pyrimidine maleate (VH-salt) 

A mixmre of morpholine (10.4 g) in acetonitrile (25 ml) is added to a mixture of 2-[6- 
memyl-2,4-di-l-pyrroIidinyl-7H-pyrroIo[2,3-d]pyrimidm-7-yU methanesulfonate (VH, 
EXAMPLE 31, 0.875 g). sodium iodide (10.0 mg), potassium carbonate (1.18 g) and 
acetonitrile (25 ml) at 20-25°. The mixture is heated at reflux for 7 hours. After cooling to 20- 
25 25°, basic workup (1 N potassium carbonate, methylene chloride, sodium sulfate) and 
purification by flash chromatography eluting with methanol/methylene chloride (5/95) and 
pooling the desired fractions gives the free base corresponding to the title compound. NMR 
(CDCI3) 6.06, 4.14, 3.6-3.8, 3.56. 2.65, 23-2.7. 2.31, 1.85-2.05 5. 

The maleic acid salt is prepared in methanol and methylene chloride, mp 162-165°; IR 
30 (mineral oil) 1621. 1577, 1560, 1524. 1469. 1356. 872 cm' 1 ; MS (mfz) 384, 271. 
EXAMPLE 33 6-MethyI-7-[2-(l-(4-memyl)p^^ 

pyrrolo[2,3-d]pyrimidine maleate (VH-salt) 
U-94996E 25460-KLB-96.I04.107 
A mixmre of 1-methylpiperazine (1 1.9 g) in acetonitrile (25 ml) is added to a mixture of 
35 2-[6-metoyl-2,4-di-l-pyrrolid^^^ methanesulfonate (VH, 

EXAMPLE 31. 0.875 g). sodium iodide (10.0 mg), potassium carbonate (1.18 g) and 



15 
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acetonitrile (25 ml) at 20-25°. The mixture is heated at reflux for 7 horns. After cooling to 20- 
25°, basic workup (1 N potassium carbonate, methylene chloride, sodium sulfate) and 
purification by flash chromatography eluting with methanol/methylene chloride (5/95) and 
pooling the desired fractions gives the free base corresponding to the title compound, NMR 
5 (CDC1 3 ) 6.05, 4.J4, 3.65-3.85. 3.56, 2.65, 2.2-2.8, 2.30, ] .8-2.1 6. 

The maleic acid salt is prepared in methanol and methylene chloride, mp 187-188°; IR 
(mineral oil) 1576, 1559, 1521, 1358, 866 cm" 1 ; MS (m/z) 397, 327, 271. 

EXAMPLE 34 ^Memyl-7-t2-(l-pipeiazmyl)e%l)]-2,4-di-l-pynolioinyl-7H- 
pynx)lo[2,3-d]pyrimidine maleate (VH-salt) 
10 A mixture of piperazine (10.3 g) in acetonitrile (25 ml) is added to a mixture of 2-[6- ■ 

memyl-2,4-di-l-pyrrolidmy!-7H-pyrrolof2,3-d]pyrimidin-7-yl]emylm 

EXAMPLE 31. 0.875 g), sodium iodide (10.0 mg), potassium carbonate (1.18 g) and acetonitrile 
(25 ml) at 20-25°. The mixture is heated at reflux for 7 nr. After cooling to 20-25°, basic 
workup (1 N potassium carbonate, methylene chloride, sodium sulfate) and purification by flash 
chromatography eluting with methanol/methylene chloride (5/95), pooling and concentrating the 
desired fractions gives the free base corresponding to the tide compound, NMR (CDC!,) 6.05, 
4.15, 3.73, 3.56, 2.91, 2.64, 2.4-2.75, 2.31, 1.7-2.1 6. 

The maleic acid salt is prepared in methanol, mp 168-171°; IR (mineral oil) 1645, 1571 , 
1558, 1520, 1424, 1356 cm *; MS (m/z) 383, 271. 

20 EXAMPLE 35 2-[6-Phenyl-2,4^-l-pyrrolidmyl-7H-pym)lo[2,3-d]pyrimidin-7- 

yl]acetophenone 

2-Bromoaeetophenone (0.699 g) is added to a mixture of diisopropylethylamine (0.19 
ml), and 2-[2,6-di-l-pym)IidmyIpyrimidm-4-yl]aminoacetophenone (200 mg) in acetonitrile (10 
ml) at -2°. After stirring for 40 min at -2° the mixture is allowed to warm to 20-25° and is 

25 stirred for 18 h. Basic workup (methylene chloride, 1 N potassium bicarbonate, magnesium 

sulfate) and purification by flash chromatography eluting with 2% -* 10% methanol : methylene 
chloride and pooling the appropriate fractions gives the title compound. An analytical sample is 
prepared by crystallization from methylene chloride-acetone-hexane to give the product as a 
solid; IR (mineral oil) 2954, 2924, 2871. 2855, 1701, 1684, 1613, 1600, 1590, 1582, 1454, 1444 

30 cm' 1 ; 'H NMR (CDC1 3 ) 8.28. 8.02, 7.5-7.7, 7.38, 7.2-7.3, 6.72, 3.7-4.05, 3.58. 2.18, 1.6-2.15 8; 
MS m/z 451. 346. 332, 105. 

EXAMPLE 36 7-Mefoyl-6-phertyl-2,4^i-l-py^ 
methanesulfonate (VH-salt) 

A suspension of 6-phenyl-2,4-di-(l-pyirolidmyl)-7-memyl-7H-pyitoio[2,3-d]pyrimi 
35 (VH, EXAMPLE 6. 500 mg) in 50 ml of 2-propanol/water (95/5) is treated with 4.7 ml of a 
0.308 M methanesulfonic acid mixture in 2-propanol/water (95/5). and the reaction mixture is 
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stirred at 20-25° for 1 hour. The reaction mixture became homogenous within 1 hr. The 
reaction mixture is filtered and then concentrated under reduced pressure. The crude product s 
triturated with ethyl acetate/hexane (1:1. 70 ml) at 5° 'for 30 min in the dark. The solid is 
isolated in the dark and dried in a vacuum oven (24 hr, 0.005 mm, 40°) to give the title 
5 compound, mp 177-178°; recrystallization from ethanol/ethyl acetate, mp 180-181°; NMR 
(CDC1 3 . TMS) 12,07, 755-735, 6.45. 4.05-3.60, 2.80 and 2.22-1.90 8; CMR (CDCi 3 , TMS) 
154.7, 1493, 141 A 1353, 130.8. 129.1, 128.7, 128.3, 102.1, 97.0, 48.6. 48.4. 48.2, 39.6, 33.4, 
26.2, 253 and 24.0 5. 

EXAMPLE 37 ^henyI-7-phenylmemyl-2,4^ 

10 d]pyrimidine (VII) 

A stirred mixture of 4-chIoro-2,^di-l-pynolidmyIpyrimidine [V, J. Med. Chem., 33, 
1145 (1990), 253 mg} and benzylamine (1 ml) is heated at 140° for 48 hr under nitrogen. The 
mixture is then cooled to 20-25°, poured into aqueous sodium bicarbonate, and extracted with 
ethyl acetate/hexane (1/1). The extracts are washed with saline, dried over anhydrous sodium 

15 sulfate and evaporated, and the crude product is chromatographed on silica gel (20 g). The 
column is packed and eluted with ethyl acetate/hexane (50/50. 250 d fractions). Fractions 22-44 
are combined to give the oVbenzylamino intermediate, NMR CCDCI 3 , TMS) 7.34-7.24, 4.72. 
4.444.42, 354-138 and 151-1.86 5; MS (m/z) M* observed at m/z 323.2121, calc'd for 
QsHzsNs, 323.2110. 

20 A mixture of 6-benzyIamino intermediate (150 mg) from the preceding paragraph in 

acetonitrile (3 ml) is cooled to 0° and treated with diisopropylethylamine (0.1 ml), followed by 
phenacyl bromide (VI, 93 mg). The resulting mixture is stirred at 0° for 1 hr and 25° for 66 hr, 
then diluted with acetoniuile (20 ml) and heated at reflux for 4 hr, all under an atmosphere of 
nitrogen. The reaction mixture is cooled to 20-25° and the acetonitrile is removed under 

25 reduced pressure. The residue is partitioned between ethyl acetate and water/saturated aqueous 
sodium bicarbonate (1/1). The organic layers are separated, combined and dried over sodium 
sulfate and evaporated. The crude solid product is recrystallized from ethyl acetate (4 ml). The 
solids are isolated by filtration, washed with ethyl acetate (- 20°. 3 x 2 ml), and dried (2 hr, 0.05 
mm, 40°), thereby giving the title compound, mp 173-175°; NMR (CDd 3 , TMS) 730-7.02. 

30 6.44, 536. 3,80, 358, and 2.05-1.89 8; MS (m/z) M* observed at m/z 423.2440, calc'd for 
Cyt^Nj, 423.2423, other ions observed at (m/z) 395. 381. 368,. 354. 332, 304. 263. 140, 91. 
EXAMPLE 38 6.7-Diphenyl-2,4^i-l-pym)Ud m yl-7H-pym)lot2,3-d]pyriM (VII) 

A mixture of 4-cWoro-2,6-dbl-pynoli(lmyIpyrimidine [V, J. Med. Chem., 33, 1145 
(1990), 253 mg] in aniline (1 ml) is heated at 140° for 16 hours under nitrogen. The reaction 

35 mixture is cooled, diluted with methylene chloride (100 ml) and put onto a 75 g column of 
silica gel. The column is wrapped in foil and eluted without lights in the room (i.e. only 
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ambienl light from outdoors), since the product appeared to be rather photosensitive. Fractions 
of 90 ml are collected rapidly using house vacuum to speed the elution. The column is eluted 
with methylene chloride (500 ml), then with ethyl acetate/methylene chloride (5/95 50 ml, 
10/90 100 ml and 20/80 500 ml). 
5 Fractions 14-30 are homogeneous by TLC and upon jcombination giveed a N-phenyl 

intermediate. Due to its photosensitivity, this material is used immediately in the next reaction 
without any characterizatioa All of this material is dissolved in acetonitrile (8 ml), then treated 
at 20-25° with diisopropylethylamine (0.26 ml) and phenacyl bromide (VI, 200 mg). The 
mixture is stirred at 25° for 16 hours and 70° for 1 hour, then diluted with acetonitrile (50 ml) 

10 and heated at reflux for 4 houis. Following removal of the solvent, the residue is partitioned • 
between dilute aqueous sodium bicarbonate and chloroform. . The organic layer is dried and 
concentrated, and the crude product (500 mg) is chromatographed on silica gel (55 g). The 
column is packed and eluted with aeetone/methylene chloride (3/97). The appropriate fractions 
are pooled and concentrated. Recrystallization from ethyl acetate yielded the title compound, 

15 mp 206-207°; NMR (CDQ,. TMS) 7.34-7.18. 6.64, 3.83. 3.53, 2.01-1.86 8; MS (m/z) M + 
observed = 4092288, calc'd for C^H^j = 409.2266, other ions observed 381, 367, 352, 340, 
326,311,297,284,270,204. 

EXAMPLE 39 N-Memyl-2,6-di-4-moipholmyl-^pyrimidinamine (V) 

A mixture of 2,6-dichloro-4-methylaminopyrimidine (HI, EXAMPLE 1, 2 g) dissolved 

20 in 29 ml of morpholine (TV) is refluxed for 18 hours. The reaction mixture is concentrated 
under reduced pressure. The resulting residue is partitioned between chloroform and saturated 
sodium bicarbonate. The organic layer is separated, washed with saline, dried over anhydrous 
sodium sulfate, and concentrated under reduced pressure. The crude product is recrystallized 
from hexane and the solid is isolated and dried (18 nr. 0.05 mm, 40°), to give the title 

25 compound, mp 127-128°; IR (mineral oil) 2956, 2952, 2925, 2898. 2855, 1591, 1571, 1494, 
1465, 1451, 1443. 1424, 1365, 1258, 1236. 1213, 1194, 1113. 1007 and 789 cm 1 ; NMR 
(CDC1„ TMS) 7.55-7.3, 6.36, 4.0-3.75 and 3,68 8; MS (m/z) calc'd for C,AiNAk M* = 
279.1695, found = 279.1707. other ions = 262, 248. 234, 222, 204. 192. 164, 124 and. 81. 

EXAMPLE 40 7-Memyl-^2.4-di-4-morpholinyl-6-phenyl-7H-pyrrolo[2.3-d]pyriniidine 
30 (VII) 

A mixture of N-memyI-2,6-di-4-morpholmyl-4-pyrimidinamine (V, EXAMPLE 39, 1.4 
g) dissolved in 95 ml of acetonitrile is treated with 1.1 1 ml of N,N-diisopropylethylamine 
followed by 0.997 g of 2-bromoacetophenone. The reaction mixture is stirred at 20-25° for 66 
hours and refluxed for 8 hours. The reaction mixture is concentrated under reduced pressure. 
35 The resulting residue is partitioned between chloroform and saturated sodium bicarbonate. The 
organic layer is separated, washed with saline, dried over anhydrous sodium sulfate, and 
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concentrated under reduced pressure. 

The crude product (2.03 g) is chromatographed on 1 80 g of silica gel. The column is 
packed and eluted with chloroform/acetone (95/5). Aii initial fraction of 200 ml is collected, 
followed by 8 ml fractions. Based on their TLC homogeneity, fractions 57-120 are combined. 
5 The solid is recrystallized from cMoroform/hexane, isolated and dried under reduced pressure 
with heat (18 hours. 0.4 mm. 42°). to give the tide compound, mp 208-209°; IR (mineral oil) 
2953,2924. 2856. 1584. 1472, 1559, 1538, 1498. 1480, 1459. 1442, 1397, 1377, 1365. 1308, 
1261, 1245, 1232, 1209, 1118, 1011. 1003, 748, 623 and 602 cm' 1 ; NMR (CDd 3 , TMS) 7.55- 
7.3, 6.36, 4.0-3.75 and 3.68 8; MS (m/z) calc'd for C 21 H 2S N J 0 J , NT = 379.2008. found = 
379.1997, other ions 348, 322. 304. 290. 276, 264, 236. 221. 207. 189. 174 and 145. 
EXAMPLE 41 U'<7-MemyI-6-phenyI-7H-py^^ 
pyrrolidinedial (VII) 

The preparation of (S,S)-3,4-dihyroxvpyrroUdine from (^tartaric acid is accomplished 
following literature precedent (N-berayltaruimide formation; borane reduction; hydrogenanon). 

15 A mixture containing 2,6-dichloro^memyIanunopyrimidine (HI, EXAMPLE 1, 424 mg) and 
(S.S>3,4-dihydroxypyrrolidine (TV. 820 mg) in pyridine (8 ml) is heated at reflux under 
nitrogen for 36 hours. The mixture is cooled, the pyridine is removed under reduced pressure, 
and the residue is chromatographed on silica gel (280 g). The column is packed and eluted with 
4 M ammonia-methanol/chloroform (30/70) collecting 20 ml fractions. Fractions 45-56 are 

20 combined to give an intermediate completely clean by TLC, MS M* observed atm/z 311. 

A mixture of the intermediate (423 mg) in dimethylfbrmamide (5 ml) is treated with 
diisopropylethylamine (0.3 ml), followed by phenacyl bromide (270 mg). The resulting mixture 
is stirred at 25° for 18 hr, then diluted with acetonitrile (40 ml) and heated at reflux for 4 hr. 
When the reaction mixture is recooled to 20-25°, solids precipitated. Filtration, washing with 

25 fresh acetonitrile (2 x 10 ml), and drying (18 hours, 0.05 mm. 40°) gives the title compound, mp 
276-278°; NMR (o^-DMSO, TMS) 7.58-7.32, 634, 5.15, 4.99. 3.98-3.47 6; MS (m/z) M + 
observed = 411.1919, calcd for Cj^NjO,, = 411.1906. 
EXAMPLE 42 N-Mefoyl-2,6-dH4'-£-butoxycarbony^^^ 
(V) 

30 A mixture of 2.6-di(Moro-4-memylammopyrimidine (HI, EXAMPLE 1. 5 g) dissolved 

in o-xylene (300 ml) is treated with mono-t-BOC-piperazine (TV, 2052 g) and the reaction 
mixture is refluxed for 50 hr. The reaction mixture is concentrated under reduced pressure. The 
resulting residue is partitioned between chloroform and saturated sodium bicarbonate. The 
organic layer is separated, washed with saline, dried over anhydrous sodium sulfate, and 

35 concentrated under reduced pressure. 

The crude product (24.53 g) is chromatographed on silica gel (590 g). The column is 
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packed and eluted with chloroform/acetone (97/3). An initial, fraction of 400 ml is collected 
followed by 8 ml fractions. Based on their TLC homogeneity, fractions 132-326. are combined 
and concentrated to give the title compound. NMR (CDC1 3 , TMS) 4.94. 4.96. 3.75-3.65. 3.55- 
3.4. 2.85 and 1.48 8; MS (m/z) M + (found) 477. other ions at m/z 420. 376, 364, 348, 321. 265. 
5 221, 178. 164 and 57. 

EXAMPLE 43 7-Methyl-6-phenyl-2.4Kli-(4'-t-butoxycarbonyl-l'-piperazinyl)-7H- 
pyiTolo[2,3-d]pyrimidine (VH-protected) 
Following the general procedure of EXAMPLE 40 and making non-critical variations 
but starting with N-me m yI-2,6sli-(4^t-butoxycarbonyI-l^pi r * ra zinyI)^ P yrimidinamine (VII- 
10 protected, EXAMPLE 42, 4.65 g) and 2'-bromoacetophenone (VI), the title compound is 

obtained, mp 212-213°; NMR (CDQ,, TMS) 7.5-7.3, 6.35, 3.95-3.75, 3.68. 3.65-33 and 1.495; 
MS (m/z) M + = 577, other ions 521, 477. 465, 421. 365 and 57. 
EXAMPLE 44 7-Memyl-6-ph OT yl-2,4-di-l^ 
(VII) 

15 A mixture of 7-memyl-6-phenyl-2,4-di-4^t-butoxycarbonyl-r-piperazinyl)-7H- 

pyrrolo[2.3-d]pyrimidine (VTL EXAMPLE 43, 200 mg) in hydrochloric acid (3.1 M, 5 ml) in 
ethyl acetate is stirred at 20-25° for 1 hr. The reaction mixture is concentrated under reduced 
pressure. 

The crude product (169 mg) is chronjatographed on silica gel (40 g). The column is 
20 packed and eluted with chloroform/5.0 M ammonia in methanol (89/1 1). An initial fraction of 
30 ml is collected, followed by 3 ml fractions. Based on their TLC homogeneity, fractions 27- 
35 are combined to give the title compound, mp 131-135°; IR (mineral oil) 2953, 2926. 2869. 
2854. 1581, 1573, 1558, 1508. 1485. 1467, 1440, 1399. 1377, 1370, 1314, 1307, 1258, 1245,' 
1002 and 750 cm '; NMR (CDC1 3 , TMS) 73-7.3, 6.37, 3.8, 3.79, 3,67 and 3.05-2.9 5; MS (m/z) 
25 calc'd for Q.H^N,. M + = 377.2328. found = 377.2332, other ions 347, 335,. 321, 308. 292, 278, 
264, 252. 188 and 147. 

EXAMPLE 45 7-Methyl-6-phenyl-2,4-di- l-piperazinyl-7H-pyrroloE2.3-d]pyrimidine. 

trihydrochloride (Vll-salt) 
A mixture of 7-methyI-6-phenyl-2,4-di^t-butoxycarbonyl-l>'penizmyl)-7H- 
30 pyrrolo[2.3-d]pyrimidine (VII. EXAMPLE 43. 200 mg. 0.35 mmol) in hydrochloric acid (3.1 M, 
5 ml) in ethyl acetate is stirred at 20-25" for 40 min. The reaction mixture is concentrated under 
reduced pressure. The reaction mixture is filtered and washed several times with fresh ethyl 
acetate. 

The solid is dried in a vacuum desiccator (66 hours, 0.1 mm, 40°) to give the title 
35 compound, mp 238-242°; IR (mineral oil) 3415. 2953, 2925, 2867, 2855, 2799, 2640. 1621, 
1594. 1556. 1533. 1484, 1461. 1451. 1376. 1334, 1288 and 1267 cm''; NMR (CDQ,. TMS) 
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75-7.3, 6.37, 3.88. 3.79, 3.67 and 3.05-2.9 8; MS (m/z) calc'd for C^N? (free base), M + = 
'377.2328, found = 377.2322, other ions 347, 335, 321, 278, 264, 188, 146 and 79. 
EXAMPLE 46 3,3^(7-Methyl-6-phenyl-m^ 

pipera2inediyI]bis-l,2-propanediol (VII) 
5 A mixture of 7-methyI-6-phenyl-2,4-di- l-piperazinyl-7H-pyrroIo[2,3-d]pyrimidine (VII, 

EXAMPLE44, 92 mg) in tolluene (10 ml) is treated with (+) glycidol (76 pi) and the reaction * 
mixture is refluxed for 23 hr and concentrated under reduced pressure. The resulting residue is 
partitioned between chloroform and water. The organic layer is separated, washed with saline, 
- dried over anhydrous sodium sulfate, and concentrated under reduced pressure. The crude 

10 product is chromatographed on silica gel (20 g). The column is packed and eluted with 
chlorofonn/4.1 M ammonia in methanol (4/1). An initial fraction of 12 ml is collected, 
followed by 2 ml fractions. Based on their TLC homogeneity, fractions 14-22 are combined can 
concentrated to give the title compound, NMR (CDCI 3 ; TMS) 750-7.30, 6.36, 4.00-3.80, 3.76- 
3.61, 3.60-35, 3.20-2.90 and 2.85-2.40 5; CMR (CDC1 3 ; TMS) 157.8. 156.8, 1555, 134.9, 

15 132.6, 128.3, 128.2, 1272, 100.1, 96.6, 70.0, 67.0, 64.7, 60.7. 53,3. 53.1, 452, 44.1 and 295 8; 
MS (m/z) calc'd for C^NA, M + = 525.3063, found = 525.3047, other ions 510, 494, 464, 
450, 395, 304, 278, 264 and 201. 
EXAMPLE 47 4,4'-(7-Methyl-6-phenyl^^ 

piperazineacetic acid diethyl ester (VII) 

20 A mixture of 7-methyl-6-phenyi-2,4Kii-l-piperrc^ (VII, 

EXAMPLE 44, 300 mg) in THF (30 ml) is treated with N,N-diisopropylethyIamine (0.29 ml) 
followed by ethyl bromoacetate (0.28 g) and the reaction mixture is stirred at 20-25° for 66 hr. 
The reaction mixture is concentrated under reduced pressure and the residue is partitioned 
between chloroform and saturated sodium bicarbonate. The organic layer is separated washed 

25 with saline, dried over anhydrous sodium sulfate, and concentrated under reduced pressure. The 
crude product is chromatographed on silica gel (180 g). The column is packed and eluted with 
chlorofonn/4.0 M ammonia in methanol (98/2). An initial fraction of 150 ml is collected, 
followed by 6 ml fractions. Based on their TLC homogeneity, fractions 12-27 are combined 
and concentrated to give the title compound, IR (liquid) 2934, 2845, 1748, 1582, 1474, 1509, 

30 1484. 1441, 1400, 1380, 1371, 1344, 1331, 1309, 1279, 1255, 1245, 1227, 1204, 1186, 1159, 
1033, 1007 and 751 cm 4 ; NMR (CDC1 3 , TMS) 75-7.3, 6.35, 4.3-4.15, 4.05-3.8, 3.66, 3.26 and 
1.4-1.2 5; MS (m/z) calc'd for C^H^O^ M + » 549.3063, found = 549.3073, other ions 534, 
476, 462, 407, 304, 292, 278. 264, 262. 238. 201, and 187. 
EXAMPLE 48 4,4^7-MethyI-6-phenyl-7H-pyro 

35 piperazineacetic acid, dipotassium salt (VII) 

A mixture of 4,4'-(7-methyI-6-phenyi-7H-pyrrolo[2,3-dIpyrimidine-2,4-diyl)bis-l- 
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piperazine acetic acid diethyl ester (VH* EXAMPLE 47. 49 mg) In methanol (3 ml) and water 
(10 ml) is treated with potassium hydroxide (1 M, 0.18 ml) mixture and the reaction mixture is 
stiired at 20-25 p for 66 hr and concentrated under reduced pressure. The resulting residue is 
redissolved in water (25 ml) and then placed on the lyophilizer for 18 hr. The solid is then 

5 dried in a vacuum oven (5 hours, 0.01 mm, 4°) to give the tide compound, mp 218-220°; IR 
(mineral oil) 3390, 3049, 2953. 2923, 2867, 2855, 1628, 1582, 1561, 1508, 1484, 1457, 1445, 
1401, 1377, 1316, 1309, 1284, 1267, 1251, 1208, 1006, 982, 749 and 699 cm" 1 ; NMR (DMSO- 
d 6 , TMS) 7.57, 7.45, 7.37, 6.61, 3.7, 3.61, 2.98 and 2.50 5; MS (m/z) calc'd for C^H^NA 
(acid) (M+H) 4 = 494.2516, found = 494.2537, other ions 478, 464, 448, 436, 393, 379, 335, 

10 319, 292, 278, 264 and 222. 

EXAMPLE 49 5,7-Dimetoyl-6-phenyI-2,4-di-l-pyro^^ 

(vn) 

A mixture of 4-methylamino-2,6-di-l-pyrrolidinopyrimidine (V, EXAMPLE 3, 500 mg) 
in acetonitrile (20 ml) is treated with N,N-diisopropylethylamine (0.45 ml) followed by 2- 

15 bromopropiophenone (0.31 ml), the reaction mixture is stirred at reflux for 26 hr and 

concentrated reduced pressure, and the resulting residue is partitioned between chloroform and 
saturated sodium bicarbonate. The organic layer is separated, washed with saline, dried over 
anhydrous sodium sulfate, and concentrated under reduced pressure. The crude product is 
chromatographed on silica gel (180 g). The column is packed and eluted with methylene 

20 chloride/acetone (98/2). An initial fraction of 400 ml is collected, followed by 6 ml fractions. 
Based on their TLC homogeneity, fractions 16-65 are combined and concentrated to give a solid 
which is recrystailized from absolute ethanoL The solid is isolated and dried (18 hours, 0.15 
mm) to give the title compound, mp 139-140°; NMR (CDC1 3 , TMS) 7.46-7.32, 3.75, 3.62, 3.48, 
2.25 and 1.96-1.91 5; MS (m/z). calc'd for C^N, M + = 361.2266, found = 361.2263, other 

25 ions 333, 318, 306, 292, 264, 180 and 145. 

EXAMPLE 50 6-(4-Methoxyphenyl)-7-methyl-2,4-di-l-pyrroIidinyl-7H-pyirolo[2 
d]pyrimidine (VII) 

Following the general procedure of EXAMPLE 49 and making non-critical variations 
but starting with 2^bromo-4'-methoxyacetophenone (VI), mp 247-248°; NMR (CDC1 3 , TMS) 
30 7.37, 6.95, 6.34, 3.85-3.64 and 1.98-1.92 5; MS (m/z) calc'd for C^H^O M + = 377.2215, 
found = 377.2222, other ions at m/z 349, 322, 279, 237, 188 and 167. 
EXAMPLE 5 1 6-(4-Methoxyphenyl)-7-methyl^ 

d]pyrimidine methanesulfonate (Vll-salt) 
Following the general procedure of EXAMPLE 36 and making non-critical variations 
35 but starting with 6-(4-methoxyphenyI)-7-methyl-2,4-di-l-pyrrolidinyI-7H-pyrn)lot23- 

djpyrimidine (VII, EXAMPLE 50, 3 g), methanesulfonic acid (765 mg), mp 195M96o; IR 
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(mineral oil) 2956, 2923, 2870, 2855. 1630, 1613. 1591, 1577, 1559, 1536, 1500, 1480, 1463, 
1459, 1445, 1378, 1357, 1338, 1305, 1246, 1209, 1195, 1171, 1046 and 1041 cm" 1 . 
EXAMPLE 52 6,7-Dtaethyl-2,4^i-i-pyro^ (VH) 

Following the general procedure of EXAMPLE 49 and making non-critical variations 

5 but starting with bromoacetone (VI). the title compound is obtained, mp 195-197°; NMR 

(CDClj, TMS) 6.07, 3.74, 3.61-3 .55, 2.28, and 1.98-1.90 5; MS (m/z) calc'd for QgH^Nj (M) + 
= 285.1953, found = 285.1952, other ions 257, 243, 229, 216, 188, 159, 142, 121, 107 and 43. 
EXAMPLE 53 6,7-Dimethyl-2,4-di-l^ 

methanesulfonate salt (VH-salt) 

10 A stirred suspension of 6,7-dimethyl-2,4-di-I-pynolidinyl-7H-pynoio[2,3-d]pyrimidm 

(VH, EXAMPLE 52. 500 mg) in 2-propanol/water (95/5, 60 ml) is treated with a mixture of 
methanesulfonic acid (169 mg) in 4 ml of the same solvent mixture. The reaction mixture is 
stirred until it became completely homogeneous (30 min) and then concentrated under reduced 
pressure. The residue is triturated with ethyl acetate/hexane (1/1, 50 ml), filtered and dried (18 

15 hours, 0.02 ram. 25°) to give the tide compound, mp 181-183°. 
EXAMPLE 54 4-(7-Methyl-2,4-di-I-pyrrolid^ 
(VH) 

A mixture of 6-(4-methoxyphenyl)-7-methyl-2,4-di-l-pyrrolidinyI-7H-pym)l^ 
djpyrimidine (VH, EXAMPLE 50, 200 mg) in hydrobromic acid (48%, 20 ml) is refluxed for 30 

20 min. The reaction mixture is concentrated under reduced pressure. The resulting residue is 
partitioned between chloroform and saturated sodium bicarbonate. The organic layer is 
separated, washed with saline, dried over anhydrous sodium sulfate, concentrated and 
recrystallized from chlorofoim/hexane to give the tide compound, mp 268-270°; IR (mineral oil) 
3119, 3035, 2955,2926, 2869, 2855, 2805, 2659, 1611, 1565, 1527, 1502, 1468, 1454, 1406, 

25 1377, 1355, 1318, 1265, 1257, 1241, 1227, 1171. 838 and 772 cm" 1 ; NMR (DMSO-d 6 , TMS) 
7.34. 6.83, 6.36, 3.75-3.45 and 2.00-1.80 8; MS (m/z) calc'd for C^BJifi^ M* = 363.2059, 
found = 363.2053, other ions at m/z 355, 321, 308, 292, 280, 265, 238, 223, 181, 160 and 146. 
EXAMPLE 55 4-(7-Methyl-2,4-di-l-py^ 

yl)phenol, hydrobromide salt (VH-salt) 

30 A mixture of 6-(4-methoxyphenyl)-7-me%l-2,4-di-l-pyrrolidinyl-7H-pynolo[2,3- 

djpyrimidine (VII, ee 54, 5 g) in concentrated hydrobromic acid (48%, 85 ml) is heated at reflux 
under nitrogen for 45 min. The reaction mixture is then cooled to 20-25° and diluted with 35 
ml of water. The resulting solid product is isolated by filtration, washed with cold water (3 x 
25 ml), and dried (16 hours, 0.02 mm, 40°), to give the title compound, mp 298-300° (decomp). 

35 Recrystallization from 95% ethanol (40-50 ml per g), NMR (DMSO-d^ TMS) 9.77, 7.37, 6.89, 
6.67. 3.70, 3.8-3.45, 2.1-1.9 5. 
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EX AMPLE 56 7-Methy]-6-(4-fluorophe^ 
d]pyrimidine (VII) 

Following the general procedure of EXAMPLE 40 and making non-critical variations 
but starting with 4-methylamino-2 t 6^i-l-pynolidinopyrimidine (V, EXAMPLE 3, 1.44 g) and 2- 
5 bromo-4'-fluoroacetophenone (VI, 1.27 g), the title compound is obtained, mp 194.5-196°; NMR 
(CDC1 3 , TMS) 7.4, 7.10, 6.38, 3.79, 3.64, 3.60, 1.95 5; IR (mineral oil) 1575, 1563, 1521, 1496, 
1483, 1397, 1359, 1346, 1319, 1307, 1219, 1155, 845, 837, 776 cm' 1 ; MS (m/z) calc'd for 
C^FNj M + = 365, found = 365. 

EXAMPLE 57 7-Methyl-6-(4-fiuorophenyl)-2,4-di- l-pyrroIidinyl-7H-pynx)Iot2,3- 

10 d]pyrimidine monomethanesulfonate (Vll-salt) 

Following the general procedure of EXAMPLE 36 and making non-critical variations 
but starting with 7-methyI-6-(4-fluorophenyl>2,4-di-l^ 

(VII, EXAMPLE 56, 1.657 g), the title compound is obtained, mp 200-202°; NMR (CDC1 3 , 
TMS) 7.4, 7.14, 6.41, 3.85, 2.80, 2.05 8; IR (mineral oil) 1626, 1599, 1574, 1541, 1500, 1444, 

15 1390, 1356, 1332, 1314, 1235, 1225, 1174, 1040, 845, 827, 767, 760, 739 cm* 1 ; MS (m/z) 
calc'd for C^FI^ (M) + free base = 365.2016, found = 365.2034. 
EXAMPLE 58 (3,5-Di-t-butyl-4-hydroxyphenyl)ethanone (VI) 

A mixture of 2,6-di-t-butylphenol (1 g) in trifluoroacetic anhydride (5 ml) is carpfiilly 
treated with 0.28 mi of glacial acetic acid and the reaction mixture is stirred at 20-25° for 1 hr. 

20 The reaction mixture is diluted with chloroform and is separated, washed with saline, dried over 
anhydrous sodium sulfate, and concentrated under reduced pressure. The crude product (1.39 g) 
is chromatographed on 480 g of silica gel. The column is packed and eluted with 
chlorofonn/acetone (99/1). An initial fraction of 200 ml is collected, followed by 7 ml 
fractions. Based on their TLC homogeniety, fractions 20-55 are combined and concentrated. 

25 Recrystallized from hexane gives the title compound, mp 148-150°; IR (mineral oil) 3581, 3007, 
2956, 2925, 2871, 2856, 1663, 1596, 1581, 1465, 1463, 1442, 1423, 1370, 1364, 1356, 1320, 
1305, 1274, 1239, 1232, 1138, 1124, 1108 an 886 cm* 1 ; NMR (CDCl 3 , TMS) 7.84, 5.73, 2.56, 
and 1.47 8; CMR (CDCI 3 , TMS) 197.6, 158, 4, 135.8, 129.1, 126.1, 34.4, 30.2 and 26.3 5; MS 
(m/z) M* (found) = 248; other ions at m/z 233, 217, 205, 189, 178, 115, 57 and 43. 

30 EXAMPLE 59 2-Bromo-I-(3,5-di4-butyl-4-hydroxyphenyI)ethanone (VI) 

A mixture of (3,5-Di4-butyM-hydroxyphenyl)ethanone (EXAMPLE 58, 800 mg) in 
ether (15 ml) and chloroform (10 mi) is cooled to 0° and then treated in a dropwise manner 
with a mixture containing 0.17 ml of bromine dissolved in 5 ml of chloroform. The reaction 
mixture is allowed to warm to 20-25° and stirred for 1 hr. Standard work-up gives the crude 

35 product (121 g) which is chromatographed on 180 g of silica gel. The column is packed and 
eluted with chloroform. An initial fraction of 200 ml is collected, followed by 7 ml fractions. 
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Based on their TLC homogeneity, fractions 36-65 are combined and concentrated. 
Recrystallization from hexane gives the title compound, mp 105-106°; IR (mineral oil) 3590, 
2955, 2925, 2871, 2856, 1685, 1594, 158U 1466, 1459, 1451, 1438, 1426, 1366, 1328, 1302, 
1282, 1242, 1194, 1153, 1139, 1121, 860 and 615 cm* 1 ; NMR (CDCl 3 ; TMS) 7.88, 5.85, 4.40 
5 and 1.47 6; CMR (CDC1 3 ; TMS) 190.6. 159.0, 135.9, 126.8. 125.6, 34.2, 30.6 and 29.9 5; MS 
(m/z) M* found = 327 r other ions at m/z 326, 311, 233, 219, 203, 189, 175, 115, 101, 87. 57 
and 40. 

EXAMPLE 60 2,6-Bis(l,l-dimethyIethyl)-4-(7-methyi-2,4-di-l-pynoii 
. pyrrolo[2,3-d]pyrimidin-6-yl)phenol (VII) 

10 Following the general procedure of EXAMPLE 40 and making non-critical variations 

but starting with 4-methylamino-2,6-di-l-pynoIidino-pyrimidine <V, EXAMPLE 3, 378 mg) and 
2-bromo-1^3^-di^-bu^l-4-hydroxyphenyl)ethanone (VI, EXAMPLE 59, 500 mg), the title 
compound is obtained, mp 222-224°; IR (mineral oil) 3635, 3620, 2957, 2925, 2870, 2857, 
1577, 1563, 1532, 1516, 1488, 1450, 1398, 1375, 1366, 1358, 1347, 1336, 1233, 1221, 766 and 

15 629 cm" 1 ; NMR (CDC1 3 , TMS) 726, 6.32, 5.24, 3.85-3.55, 2.05-1.90 and 1.47 5; CMR (CDCl\ 
TMS) 157.7, 1552, 152.9, 135.7, 124.3, 99.4, 96.1, 472, 46.4, 342, 30.1, 29.5, 25 J and 252 
5; MS (m/z) calc'd for Q^OM* = 475.3311, found = 475.3317, other ions at mfz 460, 
447, 433, 418, 404, 388, 377, 237, 216, 194 and 18L 
EXAMPLE 61 2,6-Bis(l,l-dme%Iethyl)^ 

20 pyrrolo[2,3-d]pyrimidin-6-yl)«phenol monomethanesulfonate (Vll-salt) 

Following the general procedure of EXAMPLE 36 and making non-critical variations 
but starting with 2,6-bis(l,l-dtoethylethyl>4^ 

d]pyrimidin-6-yl)-phen0l (VII, EXAMPLE 60), the title compound is obtained, NMR (CDCl 3 , 
TMS) 7.16, 6.36, 5.4, 3.90, 3.9-3.75, 2.83, 22-2.0, 1.47 5; MS (m/z) calc'd for C»H 4L N 5 0 (M) + 

25 = 475.3311, found = 475.3325; IR (mineral oil) 3246, 1627, 160L 1541, 1434, 1355, 1313, 
1231, 1222, 1203, 1175, 1049, 1043 cm 1 . 
EXAMPLE 62 2,6-DiisopropyIphenyl acetate 

A suspension of 2,6-diisopropylphenol (5.32 g) in 35 ml of trifluoroacetic anhydride is 
treated with L75 ml of glacial acetic acid under a nitrogen atmosphere. Upon completion of the 

30 addition of acetic acid, the solids are in mixture. Solvent evaporation gives an oil which is 
taken up in 150 ml of ethyl acetate and washed twice with saturated aqueous sodium 
bicarbonate and once with saline. Drying of the organic layer with sodium sulfate followed by 
filtration and solvent evaporation gives 6.55 g of an oil which is chromatographed on 330 g of 
silica gel eluting with chlorofonn/hexane (9/1). The appropriate fractions are pooled and 

35 concentrated to give the title compound, NMR (CDCl 3 , TMS) 7.2, 2.91, 2.36, 120. 
EXAMPLE 63 3,5-Diisopropyl-4-hydroxyacetophenone 



WO 93/20078 PCT/US93/02188 

-47- 

2.6-Diisopropylphenyl acetate (6.16 g, EXAMPLE 62) and aluminum chloride (4.0 g) 
arc mixed with cooling in an ice bath. The suspension is warmed to 20-25° and gradually 
heated in an oil bath at 120 s . After 5 hours the reaction is cooled to 20-25° and treated with 1 
M aqueous hydrochloric acid, followed by extraction of the aqueous layer with three portions of 

5 ether. The combined organic layers are washed with water until the aqueous layer is no longer 
acidic. A final washing of the organic layer with saline, followed by drying (sodium sulfate), 
filtration, and solvent evaporation gives 21.8 g of an oil which is chromatographed on 500 g of 
silica gel eluting with chlorofonn/hexane (9/1) initially and gradually changing to chloroform. 
The appropriate fractions are pooled and concentrated to give the title compound, NMR (CDC1 3 , 

10 TMS) 7.72, 5.35, 3.17. 2.57, 1.30 6. 

EXAMPLE 64 4-Bromoacetyl-2,6-bis(l-methylethyl)phenol (VI) 

A mixture of 3,5-diisopropyl-4-hydroxyacetophenone (EXAMPLE 63, 0.52 g) in 10 ml 
of ether and 5 ml of chloroform is cooled in an ice bath. To this mixture is added 0.13 ml of 
bromine in 7 ml of chloroform over a period of 1 hr. The reaction is warmed to 20-25° and 

15 diluted with additional chloroform. The mixture is transferred to a separatory funnel and 
washed with water and saline. Drying of the organic layer with sodium sulfate followed by 
filtration and solvent evaporation gives 0.877 g of a semi-solid which is chromatographed on 
120 g of silica gel eluting with chlorofonn/hexane (8/2). An initial fraction of 200 ml is 
collected followed by 10 ml fractions. Fractions 34-59 containing the desired product are 

20 pooled and concentrated to give the title compound, NMR (CDa 3 , TMS) 7.75, 5.41, 4.42, 3.17, 
1.30 8; MS (m/z) calc'd for C M H 19 Br0 2 M + = 298 and 300, found = 298 and 300. 
EXAMPLE 65 2.6-Bis(l-mefoylefoyl)-4-(7-mc^ 
d]pyrinidin-6-yl)phenol (VD) 
Following the general procedure of EXAMPLE 6 and making non-critical variations but 

25 starting with 4-memylamino-2,6-di- 1-pyrrolidino-pyrimidine (V, EXAMPLE 3, 0.874 g) and 4- 
bromoacetyl-2,6-bis(l-methyIethyl)phenol (VI, EXAMPLE 64), the title compound is obtained, 
NMR (CDCI 3 , TMS) 7.14, 6.33. 4.85. 3.8, 3.64, 3.19, 1.95, 1.30 5; MS (m/z) calc'd for 
C„H 37 N 3 0 M + = 447. found = 447. 

EXAMPLE 66 2.6-Bis(l-memylemyl)-4-(7-memyl-2,4-di-l-pyrrolidinyl-7H-pyrrolo{2.3- 
30 d]pyrimidin-6-yl)-phenol monomethanesulfonate (Vn-salt) 

Following the general procedure of EXAMPLE 36 and making non-critical variations 
but starting with 2,6.bis(l-memylemyl)-4-(7-me%l-2,4-di-l-pyrroUdinylr7H-pyrrolo[2,3- 
d]pyrinidin-6-yl)-phefiol (Vn, EXAMPLE 65, 0.603 g), the title compound is obtained, mp 221- 
231°; NMR (CDCI 3 . TMS) 7,04, 6.36. 3.88. 3.8. 3.2, 2.81, 2.1, 1.29 5; MS (m/z) calc'd for 
35 C„H 37 N 5 0 (free base) (M) + = 447.2998. found = 447.2984; IR (mineral oil) 3253, 3200, 1632, 
1592. 1539, 1443. 1426, 1354, 1339. 1230. 1204. 1171. 1147. 1046, 1042. 770. 754 eta 1 . 
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EXAMPLE 67 2,6-Dimethylphenyl acetate 

Following the general procedure of EXAMPLE 62 and making non-critical variations 
but starting with 2,6-dimethylphenol, the title compound is obtained, NMR (CDQ 3 ) 7.05, 2.34, 
21.6 8. 

5 EXAMPLE 68 3,5-Dimethyl^hydroxyacetophenone 

Following the general procedure of EXAMPLE 63 and making non-critical variations 
but starting with 2,6-dimthylphenyl acetate (EXAMPLE 67) the title compound is obtained, mp 
152-153°; NMR (CDCI3) 7.64, 533, 2.55, 2.30 5. 

EXAMPLE 69 . 2-Bromo-l-(4-hydroxy-34-<iiniethylphenyl)ethanone (VI) 
10 Following the general procedure of EXAMPLE 64 and making non-critical variations • 

but starting with 3,5-dimethyi-4-hydroxyacetophenone (EXAMPLE 68), the title compound is 
obtained, mp 128.5-131*; NMR (CDC1 3 , TMS) 7.67, 525. 4.40, 2.30 5; MS (m/z) calc r d for 242 
and 244, found = 242 and 244. 
EXAMPLE 70 2,6-DimethyI^(7-methyI^ 
15 d]pyrimidin-6-yl)phenoi (VH) 

Following the general procedure of EXAMPLE 6 and making non-critical variations but 
starting with 4-methyIamino-2,6-di-l-pyrrolidino-pyrimidine (VTT, EXAMPLE 3, 224 g,) and 2- 
bromo-l-(4-hydroxy-3^-dimethyIphnyl)ethanone (VI, EXAMPLE 69) the title compound is 
obtained, mp 184-187°; NMR (CDC1 3 , TMS) 7.08, 6.3, 4.7, 3.79, 3.6, 2.29 and L9 5; MS (m/z) 
20 391, found 391; IR (mineral oil) 3134, 3032, 1572, 1563, 1526, 1483, 1399, 1359, 1347, 1321, 
1311, 1297, 1286, 1221, 1168, 876, 760, 652 cm' 1 . 
EXAMPLE 71 2,6-DimethyI-4-(7-me^ 

d]pyrimidin-6-yl)phenol monomethansulfonate (VH-salt) 
Following the general procedure of EXAMPLE 36 and making non-critical variations 
25 but starting with 2,6-dimethyi^(7-methyl-2,4-di-^ 

phenol (VII, EXAMPLE 70; 1.629 g), the title compound is obtained, mp 259-264°; NMR 
(CDCl 3 , TMS) 6.99, 6.33, 3.85, 2.81, 228 and 21 8; MS (m/z) calc'd = 391.2372, found = 
391.2367; IR (mineral oil) 3251, 3202, 3140, 1629, 1594, 1539, 1484, 1437, 1357, 1336, 1313, . 
1288, 1215, 1166, 1043, 872, 772. 756 cm' 1 . 
30 EXAMPLE 72 2-Bromo-I-(3,4,5-trimethoxyphenyl)ethanone (VI) 

A mixture of 3.0 g of 3,4,5-trimethoxyacetophenone in 70 ml of dimethyl ether and 30 
ml of chloroform is cooled to 0° and then treated with a mixture containing 0.73 ml of bromine 
in 15 ml of chloroform in a dropwise manner. The reaction mixture is allowed to warm to 20- 
25° and stirred for 1 hr. The reaction mixture is partitioned between chloroform and water. The 
35 organic layer is separated, washed with dilute sodium bicarbonate, washed with saline, dried 
over anhydrous sodium sulfate, and concentrated under reduced pressure. The crude product 
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(4.31 g) is recrystallized from ethanol/water. The solid is isolated and dried (18 hours, 0.01 
mm, 40°) to give the title compound, mp 61-62°; IR (mineral oil) 3010, 2995, 2952. 2926. 2868, 
2855. 1695, 1687, 1586, 1505. 1466. 1455, 1428, 1417, 1389. 1335, 1255. 1229. 1190. 1151. 
1128, 1004. 820, 636, and 602 cm 1 ; NMR (CDC1 3 , TMS) 7.24. 4.43 and 3.93 8; CMR (CDC1 3 ) 
5 190.2, 153.1, 149.9. 143.3. 128.9. 106.5, 60.9, 56.3 and 30.4 8; MS (m/z) NT = 288, other ions 
at m/z 259. 228, 195, 181, 167, 152, 137. 122, 109, 77, 66 and 53. 
EXAMPLE 73 H7-Me m yl-2,4-di-l-pyrrolid^ 
trimethoxybenzene (VII) 
Following the general procedure of EXAMPLE 40 and making non-critical variations 

10 but starting with 4-memylammo-2.6-di-l-pvrroIidmopyrinu(Iine (V, EXAMPLE 3) and 2-bromo- 
l-(3,4,5-tjimethoxyphenyl)ethanone (VI, EXAMPLE 72), the title compound is obtained, mp 
204-206"; IR (mineral oil) 2954, 2925, 2869, 2855, 1581, 1573, 1540. 1514, 1499, 1473, 1457, 
1411, 1396. 1377, 1359, 1346, 1335, 1302, 1243, 1189, 1125, 1017, 841, 761 and 602 cm 1 ; 
NMR (CDCI 3 , TMS) 6.66. 6.39, 3.90, 3.85-3.60 and 2.05-1.90 8; CMR 158,0. 155.5, 1532, 

15 137.3. 133.2. 128.9. 105.7, 100.7. 96.3, 60.9, 56.2. 47.5, 46.6, 29.9. 25.7 and 25.3 8; MS (m/z) 
M+ (found) m 437, other ions at m/z 422. 409, 394, 382, 366, 351. 308, 218, 197, 182, 168 and 
153. 

EXAMPLE 74 5-a-Me%I-2,4-di-l-pyrro^^ 

benzenetriol monohydrobromide (VD) 
20 Following the general procedure of EXAMPLE 55 and making non-critical variations 

but starting with 5-(7-mefoyl-2,4-di-l-pyrrofoitoyl-7H^^ 

trimethoxybenzene (VII. EXAMPLE 73) and hydrobromic acid (48%, 40 ml), the title 
compound is obtained, mp 270-272°; IR (mineral oil) 3457, 3359, 3222, 3150, 2954, 2925, 
2870, 2855, 1630, 1559, 1521. 1462, 1406, 1400, 1377, 1358. 1343. 1328, 1234, 1205, 1192, 

25 1037, 1023, 747 and 653 cm' 1 ; NMR (DMSO-ds) 657, 6.46. 4.00-3.60 and 2.15-1.80 8; CMR 
(DMSO-d 6 ,TMS) 1542, 148.8. 146.4, 140.5, 135.7, 133.8, 120.9, 108.1. 101.3, 96.3.48.7.47.8, 
32.8 and 25.0 5; MS (m/z) calc'd = 395.1957, found = 395.1952, other ions at m/z 367, 353, 
340. 326. 312, 297 r 270. 255, 197, 176, 82 and 70. 
EXAMPLE 75 1 -Bromo-4-(4-methoxyphenyI)butan-2-one (VI) 

30 Dry tetrahydrofuran (45 ml) is cooled in a dry ice-acetone bath under a nitrogen 

atmosphere and treated with 16.5 ml of 2.0 M lithium diisopropylamide in 
heptan&sAetrahydrofuran/ethyl benzene (Aldrich Chemical Co.). To this cold mixture is added 5 
g (0.028 mol) of 4-(4-methoxyphenyl)-2-butanone dissolved in 10 ml of dry tetrahydrofuran. 
The addition is carried out over 5 minutes. The reaction is stirred with cooling in the dry ice- 

35 acetone bath for 45 minutes. In a separate flask triethylamine (2.35 ml) in 30 ml of dry 
tetrahydrofuran is treated with 13.2 ml (0.104mol) of trimethylsilyl chloride. A suspension 
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fonned which is filtered using a plug of glass wool. The remaining mixture is added to the 
above prepared lithio salL The entire reaction mixture is stirred with cooling in a dry ice- 
acetone bath for 2 hours. 

The above reaction is treated: with 1.8 g of solid sodium bicarbonate and 70 ml of 

5 saturated aqueous sodium bicarbonate. The mixture is warmed to 0° and diluted with ether. 
The reaction contents are poured into a separatory funnel and the layers are separated. The 
aqueous layer is extracted with additional portions of ether (2X). The combined organic layers 
are washed with saline followed by drying (sodium sulfate), filtration, and solvent evaporation, 
which gives 721 g of an intermediate trimethylsilyl enol ether. 

10 The silyl enol ether is dissolved in 175 ml of dry tetrahydrofuran and treated with 2.84 • 

g of solid vacuum dried, sodium bicarbonate. The suspension is cooled in a dry ice-acetone 
bath and treated with solid N-bromosuccinimide (5.05 g). The suspension is stined with cooling 
in the dry ice-acetone bath for 2 hours. The reaction is wanned slowly to 0° and poured into a 
separatory funnel containing saturated sodium bicarbonate, saline, and ether. The layers are 

15 separated. The aqueous layer is extracted an additional time with ether. The combined organic 
layers are washed with saline, followed by drying sodium salt, filtration, and solvent 
evaporation. Drying gives the title compound, NMR (CDCI 3 , TMS) 7.10, 6.82, 3.84, 3.79 and 
2.91 5. 

EXAMPLE 76 6-[2-(4-Methoxyphenyl)ethyl]-7-methyl-2,4-di-l-pyrroU 
20 pyrrolo[2,3-d]pyrimidine (VII) 

Following the general procedure of EXAMPLE 40 and making non-critical variations 
but starting with 4-methylamino-2»6-di-l-pyrrolidinopyrimidine (V, EXAMPLE 3, 5 g) and 1- 
bromo-4-(4-methoxyphenyl)butan-2-one (VI r EXAMPLE 75, 5.36 g), the title compound is 
obtained, NMR (CDCI 3 , TMS) 7.11, 6.83, 6.08, 3.79, 3.75, 3.60, 2.89 and 133 8; IR 
25 (mineral oil) 161U 1578, 1563, 1547, 1524, 1513, 1485, 1437, 1400. 1355, 1346, 1314, 1302, 
1251, 1238, 827, 808, 786 cm" 1 ; MS (m/z) found = 405. 
EXAMPLE 77 6-[2-(4-Methoxyphenyl)e^ 

pyrroIo[2,3-d]pyrimidine monomethanesulfonate (VH-salt) 
Following the general procedure of EXAMPLE 36 and making non-critical variations 
30 but starting with 6-[2-(4-methoxyphenyl)ethyl]-7-methyl-2,4-di-l-pyrrolidinyl-7H- 

pyrrolo[2,3]pyrimidine (VII, EXAMPLE 76, 2.469 g), the title compound is obtained, mp 178.5- 
181°; NMR (CDCl 3 , TMS) 7.09, 6.84, 6.13, 3.87, 3.80, 3.75, 2.86 and 2.05 5; MS (m/z) calcM 
=t 405.2528, found = 4052527; IR (mineral oil) 1626, 1597, 1565, 1543, 1515, 1446 T 1359, 
1336, 1306, 1259, 1244, 1232, 1220, 1177, 1166, 1040, 825, 772, 742 cm* 1 . 
35 EXAMPLE 78 5 1 6-Bis(4-cMorophenyl)-7-me%i-2 t 4-di-l-pyrrolidinyI-7H-pynolo 

djpyrimindine (VII) 
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A stirred mixture of 4-methylammo-2,6-di-l-pyrrolidinopyriHiidine (V, EXAMPLE 3, 
718 mg) and 0.65 ml diisopropylethylaminc in 15 ml of acetonitrile is treated with 2-bromo-l,2- 
bis(4ichlorophenyl)ethanone (VI, Chem. Pharm. BuH/39, 651 (199J), 1.0 g) and the resulting 
mixture is stirred at 25° for 1 8 hours under a nitrogen atmosphere in a foil-wrapped flask. After 
5 18 nr. the resulting dolid is filtered, washed with xetonitrile and dried (18 hours. 0.05 mm. 
25°). This material (1.53 g) is dissolved in 100 ml of toluene and heated at reflux for 4 hours. 
The mixture is cooled to 20-25° and the toluene is removed in the rotary evaporator. The 
resulting crude solid product is recrystallized from 100 ml of ethyl acetate. The solids are 
isolated by filtration, washed with 3 x 10 ml of -20° ethyl acetate, and dried (16 hours. 40°. 0.05 
10 mm), to give the title compound, mp 231-232°; NMR (CDa 3 , TMS) 72.9-700, 3.66-3.61, 3.52, 
3.15-3.U, 1.98-154 and 1.64-1.59 5; HRMS (m/z) M + observed at 491.1647, calc'd - 491.1643. 
other ions observed at m/z 463, 436, 421, 393, 246, 228, 214. 
EXAMPLE 79 5,6-Bis(4-metooxyphenyl>7-methyl-2^ 
d]pyrimidine (VII) 

15 Following the general procedure of EXAMPLE 78 and making non-critical variations 

but starting with 2-bromo-U-bis(4-methoxyphenyI)ethanone (VI. Chem. Pharm. Bull, 39, 651 
(1991)), the title compound is obtained, mp 190-192° and 229-231°; NMR (CDClj, TMS) 7.1- 
7.0, 6.83-6.70, 3.78, 3.77, 3.63, 3.52, 3.14, 2.0-1.93 and 1.65-1.55 8; HRMS (m/z) M* observed 
at 483.2638, other ions observed at (m/z) 455, 427, 413, 241J. 
20 EXAMPLE 80 4,4M7-Meftyl-2,4-di-l-pyrro^ 

diyl)bis-phenol, monohydrobromide (VII) 
Following the general procedure of EXAMPLE 55 and making non-critical variations 
but starting with 5.6-bis(4-metooxyphenyl)-7-memyl-2,4^ 

pyrimidine (VH, EXAMPLE 79, 0.504 g), the title compound is obtained, mp 245° ( decomp.); 
25 NMR (methanol-d* TMS) 6.94, 6.73, 6.67, 3.72. 3.57, 2.10 and 1.7 8; MS (m/z) calc'd = 

455.2321, found = 4552329; IR (mineral oil) 3201, 3025. 1625, 1571, 1521, 1495, 1345, 1338, 
1268, 1218, 1170 cm- 1 . 

EXAMPLE S 1 N-(4'-Mefooxypheiiyl>2,6-di-I-pyTO^ (y) 

A mixture of 2.44 g of p-anisidine is heated to 135° (oil bath). The molten mixture is 

30 treated with 4-chloro-2,6-di-l-pyrrolidinylpyrimidine [V, J. Med. Chem., 33, 1 145 (1990), 500 
mg] and the reaction is stirred at 135° for 18 nr. The reaction mixture is allowed to cool and is 
then partitioned between chloroform and water. The organic layer is separated, washed with 
saline, dried over anhydrous sodium sulfate, and concentrated under reduced pressure. The 
crude product (153 g) is chromatographed on 180 g of mesh silica gel. The column is packed 

35 and eluted with dichloromethane/ethyl acetate (9/1). An initial fraction of 2000 ml is collected. 
The solvent system is then changed to ethyl acetate/dichloromethane (9/1) and 10 ml fractions 
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are then collected. Based on their TLC homogeneity, fractions 5-25 are combined to give the 
title compound, which is reciystallized from ethanol/water and dried (18 hours; 0.01 mm, 4(f), . 
rap 162-163°; IR (mineral oil). 3273, 2953, 2925, 2865.2854, 1609, 1586. 1571, 1549, 1505. ' 
1478. 1453, 1427, 1409. 1377, 1343, 1313, 1303, 1294, 1236, 1219, 1171, 1043, 821 and 788 
5 cm* 1 ; NMR (CDC1 3 , TMS) 7 30-7.20, 6.90-6.80, 6. 19, 4.99, 4.03, 3.60-3.3Q and 2.00-1.80 5; 
CMR (CDCI 3 , TMS) 161.9, 160.3, 155.6, 133.1, 123.9, 114.1, 72.6, 55.3, 46.1, 45.8, 25.4 and 
25.1 5; MS M + found = 339, other ions 324, 311, 297, 283, 270, 242, 169, 148, 121, 70 and 55. 
EXAMPLE 82 6,7-Bis(4-methoxyphenyl)-2,4-d^ 
d]pyrimidine (VII) 

10 Following the general procedure of EXAMPLE 40 and making non-critical variations - 

but starting with N<4*-metooxyphenyl)-2,6-di-l^ (V, EXAMPLE 

81), the product is obtained, iecrystallized from chlorofonn/hexane, and dried (20 hours, 0.03 
ram, 40°) to give the title compound, mp 203-205°; IR (mineral oil) 2954, 2925, 2856, 1574, 
1517, 1510, 1499, 1489, 1466, 1452, 1446, 1421, 1393, 1377, 1362, 1343, 1299, 1288, 1250, 

15 1244, 1175, 1032, 833 and 769 cm' 1 ; NMR (CDC1 3 , TMS) 7.23, 7,10, 6.85, 6.74, 6.53, 3.95- 
3 .75, 3.65-3.45 and 2.10-1.80 5; CMR(GDC1 3 , TMS) 15S.1, 157.6. 155 J, 133.0, 130.6, 129.2, 
129.0, 125.9, 113.5, 113.45, 101.8, 96.4, 55.3, 55.2, 47.6, 46^5, 25.5 and 25.4 6; MS CM+H)* 
(found) 470, other ions at mfz 454, 440, 428, 412, 399, 330, 240, 229, 197, 167, 141 and 103. 
EXAMPLE 83 6,7-Bis(4-methoxyphenyl)-2,4-di-l-pyro^^ 

20 d]pyrimidine monomethanesulfonate (VE-salt) 

Following the general procedure of EXAMPLE 36 and making non-critical variations 
but starting with 6 J-bis(4-methoxyphenyl)-2,4-dM 

(VH, EXAMPLE 82, 0.604 g), to give the title compound, mp 209-210°; NMR (CDCl 3 , TMS) 
7.0, 6.75, 6.54. 3.84, 3.77 and 2.62 5; MS (ra/z) calc'd = 469.2478, found 4692486; IR 
25 (mineral oil) 3113, 3004, 1634, 1625, 1552, 1511, 1500, 1488, 1446, 1426, 1417, 1410, 1356, 
1350, 1296, 1253, 1224, 1216, 1180, 1042, 835, 769, 762, 668 cm" 1 . 
EXAMPLE 84 4,4H2,4-Di-l-pyrrolidmyl-7H^ 
phenol (VII) 

A mixture of 6 J-bis(4-methoxyphenyl)-2,4-di-l-py^ 

30 djpyrimtdine (VE, EXAMPLE 82, 200 mg) in 10 ml of 48% hydrobromic acid is refluxed for 
30 minutes. The reaction mixture is concentrated under reduced pressure. The resulting residue 
is partitioned between chloroform and saturated sodium bicarbonate. The organic layer is 
separated, washed with saline, dried over anhydrous sodium sulfate, and concentrated under 
reduced pressure. The crude product (132 mg) is recrystallized from 2-propanol/water. The 

35 solid is isolated and dried (18 hours, 0.01 mm. 40°) ta give the title compound, mp 254-256*; IR 
(mineral oil) 3307, 2953. 2923. 2869, 2855. 1614. 1567, 1569, 1515, 1486. 1468. 1455. 1410, 
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1376. 1356. 1346. 1318, 1266. 1226, 1172. 1106, 835. 768. 638 and 615 cm '; NMR (DMSO-d 6 . 
TMS) 9.53, 9.41. 7.05-6.85. 6.74. 6.70-6.50. 3.85-3.60. 330-3.2Q and 2.05-1.75 5; CMR 
(DMSO-^TMS) 156.1. 155.9. 155.1. 154.9. 132.3. 129.2, 129.1, 128.8. 123.7. 115.1. 100.9, 
95.9, 47.5, 47.4. 472. 462, 46.1. 25.1 and 24.9 5; MS (m/z) calc'd = 442.2165, found = 
5 4422284, other ions at m/z 413. 217, 193, 173. 137. 109, 92. 79. 69 and 55. 
EXAMPLE 85 W2,4-DM-pym>h\I m yl-^^ 
phenol, hydrobromide salt (YTJ-salt) 
Following the general procedure of EXAMPLE 55 and making non-critical variations 
but starting with 6J-bis(4-memoxyphenyl)-Z4-d^ 

(Vn, EXAMPLE 84, 500 mg), the title compound is obtained, mp 298-300°; NMR (DMSO-qV 
TMS) 7.10-666, 4.10-3.40 and 2.15-L85 5; MS (m/z) M* observed at 441.2163, other ions 
observed at m/z 413, 399. 384, 371, 358, 343. 302, 265 and 220. 
EXAMPLE 86 5,6-Bis(4-mefooxvphenyl>7-m^ 
d]pyrimidine (VH) 

. A suspension of the N-methyI-2,6-di-(4'-t-butoxycaibonyl-l'- P i P erazinyl)-4- 
pyrimidinamine (V. EXAMPLE. 42. 4.05 g) in 85 ml of acetonitrile is treated with 1.85 ml of 
diisopropylethylamine and 2-bromo-l,2-bis(4-methoxyphenyl)ethanone (VI, 284 g). Hie 
suspension is stirred at 20-25° for 10 minutes and then heated at reflux for 6.5 hr. The reaction 
is cooled to 20-25°. During cooling a solid comes out of the mixture. Filtration of the 
suspension provides a solid still containing the BOC protecting groups on the piperazine rings, 
mp 200-202°. This BOC protected intermediate is dissolved in 90 ml of freshly prepared 
saturated hydrogen chloride/ethyl acetate. The suspension is stirred for 1 hour at 20-25°. 
Hexane/ethyl acetate (90 ml 1/1) is added to the suspension and stirring is continued for 45 
minutes. Filtration of the suspension, followed by washing of the solid with hexane/ethyl 
acetate (1/1) gives 2.45 g of a solid which is chromatographed on silica gel, cluting with 
chloroform/3.7 M ammonia in methanol (92/8). Collection of the desired fractions followed by 
solvent evaporation and drying gives the titlo compound, mp 214-218°; NMR (CDC1 3 , TMS) 
7.07, 6.84, 6.76. 3.81. 3.78. 3.53. 3.15, 130. 1.41. 7.08. 6.84, 6.76, 3.80. 3.52, 3.17, 2.97 and 
2.58 5; MS (m/z) calc'd = 513.2852. found = 513.2839; IR (mineral oil) 3300. 1615, 1585, 
1573. 1559, 1541, 1516. 1495, 1447. 1438. 1431. 1414. 1409. 1292, 1268, 1258, 1255, 1241, 
1177,1026,834,825,791 cm- 1 . 

EXAMPLE 87 5 ^Bis(4-memoxyphenyl)-7-memyl-2,4-di-l-pyrrolidmyl-7fr^ 
d]pyrimidine dimethanesulfonate (VH-salt) 
Following the general procedure of EXAMPLE 36 and making non-critical variations" 
but starting with 5.6-bis(-memoxYphenyl)-7-memyl-2,4^i-l-piperazmyl-7H-pyrrolo[2.3- 
djpyrimidine (Vil. EXAMPLE 86. 0.305 g); the title compound is obtained, mp 202-205°; NMR 
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(methanol^ TMS) 7.11, 6.88, 4.11, 3.79, 3.77, 3.53, 3.39, 2.91 and 2.69 5; IR (mineral oil) 
3472, 3013, 1612, 1590, 1584, 1575, 1555, 1544, 1518, 1494, 1443, 1421, 1290, 1273, 1250, 
1221, 1211, 1179, 1151, 1041, 772 cm* 1 ; MS (m/z) calcM = 513.2852, found = 513.2847. 
EXAMPLE 88 5,7-Dihydro-7-methy^ 
5 6-one(VII) 

A stirred mixture of 4-methylamino-2,6-di-l-pynolidinopyrimidine (V, EXAMPLE 3, 
1.235 g) in 20 ml of oxygen-free ethanol (degassed with argon for 15 minutes) is treated with 
600 mg of 2,3-dihydroxy- 1 ,4-dioxane, added in one portion. The resulting mixture is stirred at 
25° in a foil-wrapped flask under nitrogen for 22 hours, then cooled to 0°. The solids are 

10 isolated by filtration, washed with 2 x 3 ml of cold ethanol, and dried (2 hours, 0.05 mm, 40°), . 
to give the title compound>mp 172-174°; IR (mineral oil) 2958, 2925, 2865, 1725, 1605, 1574, 
1533, 1489, 1478, 1469, 1456, 1451, 1394, 1388, 1366, 1345, 1333, 1325, 1269. 1261, 1096, 
1082, 778 and 636 cm 4 ; NMR (CDC13, TMS) 3.60-3.52, 3.17 and 1.94-1.89 8; CMR (CDClj, 
TMS) 176.3. 1645, 159J, 156.2, 82.2, 46.8, 46.4, 35.3, 25.5 and 252 8; MS (m/z) = 288; 

15 other ions at m/z 287, 272, 259, 246, 230, 216, 190, 70 and 55. 

EXAMPLE 89 7-Me%i-2,4-dM-pynolidiny^ (VII) 

Diisobutylaluminum hydride (7,3 ml, 1 M in toluene) is added to the 5,7-dihydro-7- 
methyl-2,4^-l-pynoHdmyl-6^ (VII, EXAMPLE 88, 2.0 g) in 

methylene chloride (100 ml) at - 7&° over a 15 minute period. After 4. hours the reaction is 

20 quenched by the addition of 5% sulfuric acid (30 ml). The organic layer is removed and 
extracted with sulfuric acid (5% % 30 ml). The aqueous layer is extracted with methylene 
chloride (4 x 30 ml). The organic layers are combined, dried (sodium sulfate), filtered and 
concentrated under reduced pressure. The residue is chromatographed on silica gel. The 
column is eluted with ethyl acetate/methyl'ene chloride/hexane (1/4/5). The appropriate fractions 

25 are combined and concentrated under reduced pressure to give the title compound, NMR 
(CDCl a , TMS) 6.51 t 6.34, 3.78-3.73, 3.63 and 3.62-3.57 5; MS (m/z) = 271.1792. 
EXAMPLE 90 2,6-DicWoro-4-[N-methyl-N-^ (CHART 

B) 

A mixture of 2,6-dichloTo-4~methylaminopyrimidine (JII, EXAMPLE 1) in 250 ml of 
30 dimethylformamide is cooled to 0° and treated with 1.12 g of 60% oil dispersion sodium 
hydride, and the reaction mixture is allowed to warm to 20-25° over a period of 2 hr. The 
mixture is then treated with 5 59 g of 2'-bromoacetophenone (VI), and the reaction mixture is 
allowed to stir at 20-25° for 5 days. The reaction mixture is concentrated under reduced 
pressure. The resulting residue is partitioned between chloroform and water. The organic layer 
35 is separated, washed with saline, dried over anhydrous sodium sulfate, and concentrated under 
reduced pressure. The crude product (13.2 g) is chromatographed on 730 g of silica gel. The 
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column is packed and eluted with cWorofonn/acetone (99/1). An initial faction of 1500 ml is 
collected, followed by 10 ml fractions. Based on their TLC homogeneity, fractions 61 1-680 are 
combined and concentrated to give the title compound'; NMR (CDC1 3 , TMS) 7.99, 7.60. 7.53, 
6,51, 5.15 and 3.13 8; MS (m/z) = 296; other ions at mfz 295, 283. 190, 176, 120, 105. 86, 77 
5 and 42. 

EXAMPLE 91 7-Memyl-5-phenyl-2,4^W-pyrrolid m yl-7H-pyrrolo[2,M] 
(VH) 

A mixture of 2,6-dicWoro-4-(N-methyl-N^ (EXAMPLE 
90, 560 mg) in pyrrolidine (IV. 4.8 ml) is refluxed for 18 hours. The reaction mixture is 
concentrated under reduced pressure. Standard workup provided the crude product (1.28 g) 
which is chromatographed on 180 g silica gel. The column is packed and eluted with 
chloroform/acetone (95/5). An initial fraction of 225 ml is collected, followed by 7 ml 
fractions. Based on their TLC homogeneity, fractions 30-50 are combined giveing solid which 
is recrystallized from ethanol/water, isolated and dried (18 hours, 0.O1 mm, 40°) to give the title 
compound, mp 141-143°; IR (mineral oil) 2954, 2925, 2867, 2855, 1605, 1582, 1552, 1540. 
1517, 1486, 1445, 1438, 1403, 1376, 1366, 1344, 1337, 1244, 788. 761. 753, 709. 698. 629 and 
607 cm J ; NMR (CDC1 3 , TMS) 7.45-7.20, 6.52. 3.75-3.55, 3.35-3.20, 2.05-1.90 and 1.70-1 JO 5; 
MS (mfz) calc'd = 347.2110. found = 347.2113. other ions at mh. 319, 305, 290, 277, 264, 249. 
222,207, 173, 152 and 138. 
20 EXAMPLE 92 2,4-DmydroxypyjTOlo[2,3-d]pyrtoi<line 

A stirred suspension of 3-amino-2,Wihydroxypyrimidine (12.5 g) in 600 ml of water is 
treated with 10 g of sodium acetate and 12.5 ml of 50% by weight aqueous chloroacetaldehyde. 
The suspension is heated at reflux for 35 hours then cooled to 25°, after which 2 N aqueous 
hydrochloric acid (65 ml) is added. The suspension is filtered and provided 13.65 g of solid. 

The above solid is taken up as a suspension in 1.8 L of water and heated to boiling and 
concentrated to 1.1 liters, then cooled to 20-25°. After having been at 20-25° overnight, the 
suspension is filtered. Drying of the collected solids under high vacuum to give the title 
compound, NMR (DMSOkI,, TMS) 11.46, 11.11, 10.49. 6.57 and 6.22 8. 
EXAMPLE 93 2.4-Dichloro-7H-pyiroIo[2.3-d]pyrimidine 

The pyrophosphoryl chloride used in the reaction is prepared in the following manner. 
A stirred mixture (30 ml) of phosphorus oxychloride is cooled in a cold water bath and treated 
slowly with 3 ml of water. After the addition is completed, the mixture is heated to reflux. 
One hour later the mixture is cooled to 25°. An opaque gel settled to the bottom of the flask. 
The mixture above the gel is the desired reagent 

A mixture of 2.4-dmydroxypyrrolo[2.3-d]pyrimidine (EXAMPLE 92. 1.66 g) and freshly 
prepared pyrophosphoryl chloride (13.3 ml) are heated together overnight in a stainless steel 
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bomb at 165°. After cooling the bomb to 25°, the black syrap is poured into a 50 ml round 
bottomed flask. Any volatiles are evaporated under reduced pressure. The remaining black 
residue is gradually added to 65 g of crushed ice wife stirring. After the ice has melted, the 
resulting suspension is filtered. The filtrate from above is extracted twice with ether. The 

5 combined ether extracts are washed with water and dried (sodium sulfate), filtered, and 

concentrated, followed by drying which gives 413 mg of solid. To obtain additional product 
from the reaction, the filter cake from the first filtration is washed with more ether. The ether 
filtrate is washed with water and saline followed by drying (sodium sulfate), filtration, and 
solvent evaporation. This is repeated twice, to give the title compound, mp 245-248°; NMR 

10 (DMSO-d 6 , TMS) 12.8, 7.74 and 6.67.5; MS (m/z) calc'd = 186.9704, found = 186.9698. 
EXAMPLE 94 2,4-Di^lH-imidazol-l-yl-7H-pyrrolo[2,3-d]pyrimidine (VII) 

A stirred suspension of 2,4*dichIoro-7H-pyrroIo[2,3-d]pyrimidine (EXAMPLE 93, 0.310 
g) and imidazole (1.1 g) in 15 ml of ortho-xylene is slowly heated to reflux. During heating the 
reagents go into mixture. After 3 hours* the reaction is cooled to 20-25°, followed by solvent 

15 evaporation under high vacuum. This gives a semi-solid which is taken up in chloroform and 
washed with aqueous sodium bicarbonate (2 x) and saline. A solid is suspended at the interface 
between the aqueous and organic layer. This solid is collected with the organic layer, solvent 
evaporation gives 2.38 g of a solid which is chromatographed using 150 g of silica gel and 
eluting with chloroform/3.7 M ammonia in methanol (9377). The solid is loaded on the column 

20 as a suspension. Initial fractions of 400 and 150 ml are collected, followed by 10 ml fractions. 
Fractions 19-45 contained the desired product. Solvent evaporation and drying gives the title 
compound, mp 276-280°; NMR (DMSO-dg, TMS) 1265, 8.99, 8.78, 8.36, 8.1, 7J1, 12% and 
7.16 5; MS (m/z) calc'd = 251.0919, found = 251.0927; ER (mineral oil) 3149, 3140, 1615, 
1584, 1491, 1439, 1421, 1336, 1313, 1268, 1246, 1102, 1059, 1011, 832, 739, 647 cm' 1 . 

25 EXAMPLE 95 2,4-Di-l-pynolidmyI^ (VII) 

A stirred mixture of 2,4-dichloro-7H-pyrrolo[2,3-d]pyrimidine (EXAMPLE 93, 0.303 g) 
in 18 ml of pyrrolidine is heated at reflux overnight Solvent evaporation gives oil which is 
taken up in chloroform and washed with water and saline. The organic layer is dried (sodium 
sulfate), filtered, and concentrated, thereby giveing 1.0 g of a solid which is chromatographed on 

30 125 g of silica gel eluting with chloroform/methanol (95/5). An initial fraction of 150 ml is 
collected, followed by 10 ml fractions. Fractions 19-54 contained the desired product (0.69 g). 
The above solid is chromatographed two additional times on silica gel eluting with the same 
solvent system. Hie final chromatography gives, after drying under high vacuum, the title 
compound, mp 247-250°; NMR (CDC1 3 , TMS) 9.9,.6.66, 6.39, 3.85-3.75, 3.7-3.5 and 2.05-1.9 5; 

35 MS (xnfz) calc'd = 257, found = 257. 

EXAMPLE 96 2 % 4-Di-I -pyrrolidinyI-7H-pyrrolo[23-d]pyrimidine, 
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monomethanesulfonate (Vll-salt) 
Following the general procedure of EXAMPLE 36 and making non-critical variations 
but starting with 2,4^i-l-py m iidmyl-7H-pyrrolo[2; 3 Kl]pyriim-dine (VII, EXAMPLE 95. 0.223 
g), the tide compound is obtained, mp 217-221* NMR (CDCI,, TMS) 12.55, 12.45, 6.78, 6 38 
5 3.87, 3.76, 3.63, 2.90 and 2.2-1.95 8; MS (m/z) calc'd = 257.1640, found = 257.1647. 
EXAMPLE 97 M2,6-Di(^oropyrm 1 idin4-yIamino)-ethanesulfonic acid (m) 

A stirred mixture of 2,4,6-tii<Wo rop yrimidine (6.9 g) in 75 ml of tetrahydrofuran is 
treated with diisopropylethylamine (15 ml) and solid taurine (4.7 g). The resulting suspension is 
heated at reflux for 48 hours. The reaction mixture is cooled to 20-25° followed by solvent 
evaporation which gives 26 g of an oil which is chromatographed on 170 g of silica gel and • 
eluting with chloroform/5.0 M ammonia in methanol (7/3). An initial fraction of 250 mL is 
collected followed by 20 ml fractions. Fractions 23-57 contained the desired product Solvent 
evaporation gives a semi-solid which is taken up in chloroformAnethanoI (10/1) and stirred at 
20-25° for 30 minutes. Filtration provided 3.71 g of a solid. 

The oil from the filtrate is rechromatographed on 550 g of 230-400 mesh silica gel 
using a flash column and the same solvent system as above. Collection of the product fractions 
followed by solvent evaporation gives a solid which is taken up as a suspension in chloroform 
and stirred for 1 hour. Filtration of the suspension and drying under high vacuum overnight 
gives the tide compound, mp 206-211°; NMR (methanol, TMS) 3.77 and 3.07 8. 
20 EXAMPLE 98 2 <2.6-Di-l-pynolidtaylpyrimto^ acid (V) 

The 2-(2,6-dicWoropyrimidin^-ylamino)ethanesulfonic acid (m, EXAMPLE 97, 3 0 g) 
is dissolved in pyrrolidine (IV, 125 ml) and heated to reflux. Solvent evaporation gives a semi- 
solid which is chromatographed on 155 g of silica gel eluting with chlorofornV3.9 M ammonia 
in methanol a/3). An initial fraction of 150 ml is collected followed by 15 ml fractions. 
25 Fractions 8-18 contained the desired product Solvent evaporation and drying under high 

vacuum gives a solid (a portion of which) is rechromatographed on 155 g silica gel and eluting 
with the same solvent system as described above. The appropriate fractions are pooled and 
concentrated to give the title compound, which is used in subsequent reactions without further 
purification. 

30 EXAMPLE 99 2-(6-Phenyl-2,4-di-l-pyr ro iidinyl-7H-pyrrolo[2.3-d]pyrimidin-7- 

yl)ethanesulfonic acid (VII) 
To a stirred suspension of 2-(2.6-di-l-pyrrolidmylpyrimidin^ylammo)emanesulfo 
acid (V, EXAMPLE 98. 1.00 g) in 20 ml of acetonitrile is added LO ml of 
diisopropylethylamine and phenacyl bromide (VI. 0.583 g). The suspension is heated at reflux 
overnight, cooled, followed by solvent evaporation, which gives a oil. The oil is 
chromatographed on 100 g silica gel eluting with chloroform/3.9 M ammonia in methanol 
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(75/25). An initial fraction of 100 ml is collected followed by 8 ml fractions. Fractions 31-43 
contained the desired product along with starting material and a less polar impurity. Solvent 
evaporation provided 0.48 g of a semi-solid which is treated with an ether/hexane mixture. 
After stirring the suspension for 30 minutes the product is filtered. The collected solid is 

5 washed with several portions of ether. Drying of the product under high vacuum gives the title 
compound, a portion of the product is recrystallized from water/absolute ethanol (85/15), mp > 
300*; NMR (CDd 3 , TMS) 7.46-735, 6.44, 4.35, 3.88-3.65, 3.32 and 2.12-1.90 8; IR (mineral 
oil) 3466, 1635, 1598, 1542, 1421, 1396, 1353, 1311, 1239, 1226, 1188, 1155, 1036 and 747 
cm.j; MS (mfz) calc'd = 441.1834, found - 441.1841. 

10 EXAMPLE 100 2-Bromo-3\4 T -dimethoxyacetophenone (VI) 

Following the general procedure of EXAMPLE 59 and making non-critical variations 
but starting with 3\4*-dimethoxyacetophenone, the title compound is obtained, mp 79.5-81.0°; 
NMR (CDC1 3 , TMS) 7.61, 6.92, 4.42, 3.97, 3.95 5. 
EXAMPLE 101 6-(3,4-Dimethoxyphenyl)-7-m^ 

15 d]pyrimidine (VH) 

Following the general procedure of EXAMPLE 40 and making non-critical variations 
but starting with 4-methylamino-2,6Kli-l-pyrrolidinopyrimidine (V, EXAMPLE 1, 3.81 g) and 2- 
bromo-3\4*-dimethoxyacetophenone (VI, EXAMPLE 100, 3.99 g), the title compound is 
obtained, mp 175-178°; NMR (CDC1 3 TMS) 6.95, 6.36, 3.92, 3.80, 3.66, 1.96 8. 

20 EXAMPLE 102 6-(3,4-Dimethoxyphenyl)-7-m^ 

d]pyrimidine monomethanesulfonate (VH-salt) 
Following the general procedure of EXAMPLE 36 and making non-critical variations 
but starting with 6-(3,4-dimethoxyphenyl)-7-methyI^ 

d]pyrimidine (VH, EXAMPLE 101, 0.96 g) r the tide compound is obtained, mp 182-185°; NMR 
25 (DMSO-de) 7.05, 6.71, 3.81-3.62, 2:28, 1.96; HRMS (m/z) M + observed = 407.2337, calculated 
for CaHijNA = 407.2321, other ions observed at m/z 392, 379, 352, 203, 182. 
EXAMPLE 103 4-(7-Methyl-2,4-di-l-p^ 

benzenedioimonohydrobromide (Vll-salt) 
Following the general procedure of EXAMPLE 55 and making non-critical variations 
30 but starting with 6-(3,4-dimethoxyphenyl)-7-methyl^ 

d]pyrimidine (VII, EXAMPLE 101, 1.0699 g), the title compound is obtained, mp 232-235°; a 
small sample is recrystallized from 95% ethanol to obtain an analytical sample, NMR (CD 3 OD) 
6.88-6.79, 636, 3.88, 3.69, 2.05 8; HRMS (El, mfz) M + observed = 379.2013, calculated for 
CjjH^Oj a 379.2008, other ions observed at m/z 351, 322, 40; IR (mineral oil) 3520, 3162, 
35 1684, 1280, 1114 cm' 1 . 

EXAMPLE 104 6K23-DimethoxyphenyI)-7-methyl-2,4-di-l-pyrrolidinyI-7H-pyTO 
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d]pyrimidine (VII) 

Following the general procedure of EXAMPLE 40 and making non-critical variations 
but starting with 4-memyIammo-2,6-di-l-pyrroIidmopyrimidine (V. EXAMPLE 3, 2.8 g) and 2- 
bromo-^'S'-dimethoxyacetophenone (VI, Aldrich Chemical Co., 2.92 g), the title compound is 
5 obtained, mp 140-142°; NMR (CDC1 3 , TMS) 6.58. 6.37. 3.79-3.74, 3.62. 3.50. 2.04-194 5. 
EXAMPLE 105 2K7-Methyl-2,4-di-l-pyrrolidinyl-7H-pyrrolo[2,3-d]pyrimidu^ 
benzenedioU monohydrobromide (Vll-salt) 
Following the general procedure of EXAMPLE 103 and making non-critical variations 
but starting with 6-(2^-dunethoxyphenyl)-7-memyI-2,4-di-l-pyiroUdmyl-7H-pyrroloP 
10 d]pyrimidine (VII, EXAMPLE 104), the title compound is obtained, mp 295-299°; NMR 

(CD 3 OD) 6.68-6.60, 6.48, 3.79, 3.61, 3.52, 1.96 5; HRMS (EI. m/z) M + observed = 379.2004, 
calculated for C^H^NA. = 379.2008, other ions observed at m/z 351, 324, 70; IR (mineral oil) 
3167, 1688, 1496, 1275, 1195 cm-'. 

EXAMPLE 106 2-Bromo-2 , -fluoro-4'-methoxyacetophenone (VI) 
15 FoUowing the general procedure of EXAMPLE 100 and making non-critical variations 

but starting with 2*fluon>4 , -methoxyacetophenone (Aldrich Chemical Co.), the title compound 
is obtained, mp 67-69°; NMR (CDd 3 , TMS) 7.95, 6.79, 6.64, 4.48 5; HRMS (EI, m/z) 
calculated for C,H,BrF0 2 M + found = 246 and 248. 

EXAMPLE 107 ^(2-Huoro-4-memoxyphenyl)-7-methyl-2,4-di-l-pyrrolidinyI-7H- 
20 pvrrolo[2,3-d]pyrimidine (VII) 

Following the general procedure of EXAMPLE 104 and making non-critical variations 
but starting with 4-me%lamino-2,6-di-l-i^iTOlidinopyriinidine<V, EXAMPLE 3) and 2-bromo- 
2 , -fluoro-4'-methoxyacetophenone (VI, EXAMPLE 106), the title compound is obtained, mp 
168.5-169.5°; NMR (CDCI 3 , TMS) 728, 6.37. 3.84. 3.78. 3.62. 3.54. 1.95 8; HRMS (EI. m/z) 
Calculated for C^H^Ufi = 395, found = 395; IR (mineral oil): 3063, 1626, 1577. 1562, 
1523, 1492, 1485, 1480, 1444, 1403, 1357, 1347, 1296, 1251, 1158, 1123, 1042, 873, 815, 774 
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EXAMPLE 108 K2-Huoro-4-memoxyphenyl)-7-methyl-2,4-di-l-pyrrolidinyl-7H- 
pyrrolo[2,3-d]pyrjmidine monomethanesulfonate (VH-salt) 
Following the general procedure of EXAMPLE 36 and making non-critical variations 
but starting with 6-a-fluoro4-memoxyphenyl>7-memyl-2.^ 

d]pyrimidine (Vn, EXAMPLE 107). the title compound is obtained, mp 165J-167.5 0 ; NMR 
(CDC1 3 ,TMS) 7.24. 6.75, 6.43, 3.8, 2.78. 2.05 5; HRMS (EI, m/z) Calculated for C^H^O 
(M)+ free base - 395.2121, found = 3952119; IR (mineral oil): 3447, 1628, 1596, 1579, 1556. 
35 1542, 1495, 1416. 1360, 1339. 1323. 1307. 1254, 1231, 1171, 1104, 1041, 947, 833. 768. 756 
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EXAMPLE 109 6-(2-Methoxyphenyl)-7-methyI-2,^ 
djpyrimidine (VII) 

Following the general procedure of EXAMPLE 10+ and making non-critical variations 
but starting with 4-methylamino-2,6^i-l-pyroIi (V, EXAMPLE 3) and 2-bromo- 

5 2 , -methoxyacetophenone (VI, Aldrich Chemical Co.), the title compound is obtained, NMR 
{CDCI3TMS) 7.26, 6.91, 6.28, 3.72, 3.56, 3.42, 1.87 5. 
EXAMPLE 110 2<7-Methyl-2 > 4^i-l-pym)l^ 

phenol, monohydrobromide (VH-salt) 
Following the general procedure of EXAMPLE 103 and making non-critical variations 
10 but starting with 6-(2-methoxyphenyI)-7-methyl-2 t 4-di- 1 -pyirotf dinyl-7H-pyrrolo[2,3- 
dlpyrimidine 

(VII, EXAMPLE 109), the tide compound is obtained, mp 203-206°; NMR (CDCI 3 , TMS) 7.25, 
1196.93, 6.58, 3.88, 3.70, 3.60, 2.08 5; HRMS (EI, m/z) M* observed ± 3632062, calculated 
for CyHjjNp = 363.2059, other ions observed at m/z 335, 308, 181, 160, 82; IR (mineral oil) 

15 3433, 3367, 3059, 1631, 1540, 1285, 756 cm* 1 . 

EXAMPLE 111 2-Bromocyclohexanone (VI) 

A mixture of cyclohexanone (3.25 ml) in 30 ml ethyl acetate/chloroform (1/1) is 
prepared in a 100 ml flask. To this stirring mixture, copper bromide (1356 g) is added as a 
solid in one portion. The contents of the flask were brought to reflux for 1^25 hours. The 

20 reaction is then cooled to 20-25° followed by filtration. The filtrate is washed with 3 x 20 ml 
portions of saturated sodium bicarbonate mixture. The organic layer is dried over sodium 
sulfate, filtered, and the solvent is removed under reduced pressure. An oil (429 g) is obtained 
which is chromatographed on 455 g of silica gel. The eluent (35 1) is ethyl acetateyhexane 
(19/1) followed by (9/1, 1.5 1). Like fractions were combined based on TLC homogeneity and 

25 concentrated to. give the title compound, NMR (CDCL3, TMS) 4.45, 3.04-2.94, 2.39-2.19, 2.05- 
1.94, 1.87-1.71 5. 

EXAMPLE 1 12 5,6,7,8-Tetrahydro-9-methyl-2,4-di- l-pynolidinyl-5H-pyrimido[4,5 - 
b]indoIe (VII) 

A mixture of 4-methyIamino-2,6-di-I-pyrrolidinopyrimidine (V, EXAMPLE 3, 1.54 g), 
30 diisopropylethylamine (1.15 ml) and 80 ml acetonitrile is prepared in a 200 ml flask. 2- 

Bromocyclohexanone (VI, EXAMPLE 111, 1.11 g) is added to the stirring mixture at 20-25°. 
The reaction is heated at reflux for 29 hr. The contents of the flask were cooled to 0°. A solid 
precipitated, is collected by filtration and dried to give the title compound, mp 196-200°; NMR 
(CDC1 3 ,TMS) 3.6S, 3 .59, 3.51, 2.72, 2.61, 1.94-1.77 5. 
35 EXAMPLE 113 5,6J,8.Tetrahydro-9-methyl-2,^ 

b]indole, monomethanesulfonate (VH-salt) 
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Following the general procedure of EXAMPLE 36 and making non-critical variations 
but starting with 5.6,7,8-tetrahydio-9-me^^ 

(Vn, EXAMPLE 112), the title compound is obtained, mp 178-182°; NMR (CDCI 3 ,TMS) 3.81- 
3J3. 2.78, 2.67, 2.57, 2.01-1.76 8; HRMS (EI, m/z) M + observed = 325.2273, calc'd for 
C l9 H 21 N 5 = 325.2266. other ions observed at m/z 297, 270. 256, 162. 141. IR (mineral oil) 
2269, 1625, 1569. 1442. 1247. 1164. 1036. 766 cnr'. 
EXAMPLE 1 14 2-Bromo-l-pyridin-2-ylethanone hydrobromide (VI) 

A mixture of bromine (4.28 ml) in 30 ml of carbon tetrachloride is added dropwise via 
addition ftnnel to a boiling mixture of 2-acetylpyridine (9.25 ml. Aldrich Chemical Co.) and 
carbon tetrachloride (65 ml). Addition is completed in 2 hr and within 15 minutes a solid began 
forming. Reflux continued for another 40 minutes before the reaction vessel is cooled to 0°. 
The solid precipitate is collected by filtration and dried (40°, 0.03 mm) for 3 hours to give the 
tide compound, mp 212-213°: NMR (CD 3 OD) 8.83-8.15, 3.86 5. 

EXAMPLE 115 6-(2-Pyridmyl)-7-memyl-2.4Kli-l-pyrroUdmyl-7H-pynolo[2,3- 
15 djpyrimidine (VII) 

Following the general procedure of EXAMPLE 104 and making non-critical variations 
but starting with 4-memylammo-2,6^di-l-pvirolid m opyriinidine (V, EXAMPLE 3) and 2-bromo- 
l-pyridin-2-yl-ethanone hydrobromide (VI, EXAMPLE 114), the tide compound is obtained, mp 
243-247°; NMR (CDd 3 , TMS) 8.58, 7.64-7.54, 7.08, 6.80, 3.97. 3.81, 3.63, 1.95 5; HRMS (EI, 
m/z) M + observed = 348; calculated for C^H, = 348.2062, other ions observed at mfz 320, 
306. 293. 279, 174, 153; IR (mineral oil): 2956. 1570. 1537, 1478, 1360. 765 cm' 1 . 
EXAMPLE 1 16 5-Acetyl-2-raethoxybenzoic acid methyl ester 

A mixture of 5-acetyl salicylic add (1.46 g), DMF (10 ml), and potassium carbonate 
(1.1281 g) is stirred at 20-25° while adding iodomethane (1.55 ml) via pipette. The reaction 
25 mixture is placed under a nitrogen atmosphere and stirred at 20-25° for 65 nr. Additional 
iodomethane (0.76 ml) and potassium carbonate (1.14 g) were added, and the reaction is 
permitted to stir for another 24 hr. The reaction mixture is poured onto 35 ml of 1 N 
hydrochloric acid and extracted with 3.35 ml portions of ether. The organic layers were 
combined and washed with cold water and cold sodium bicarbonate before being dried with 
sodium sulfate. Solvent is removed under reduced pressure giveing a solid which is placed in 
the oven (40°, 0.05 mm) for 24 hours to give the tide compound, mp 72-74°; NMR (CDC1 3 , 
TMS) 8.41, 8.12, 7.03, 3.98, 3.92, 2.59 8. 

EXAMPLE 1 17 5-Bromoacetyl-2-methoxy-benzoic acid methyl ester (VI) 

Following the general procedure of EXAMPLE 100 and making non-critical variations 
but stoning with 5-acetyl-2-methoxybenzoic acid methyl ester (EXAMPLE 116, the tide 
compound is obtained. NMR (CDC1 3 , TMS) 8.44, 8.15. 7.07, 4.23. 4.00. 3.93 5. 
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EXAMPLE 1 1 8 2-Methoxy-5-(7-methyI-2 > 4^ 

d]pyrimidin-6-yl)benzoic acid methyl ester (VII) 
Following the general procedure of EXAMPLE 104 and making non-critical variations 
but starting with 4-methyIamino-2,6^i-l-pynoKdinopyrimidine (V, EXAMPLE 3) and 5- 
5 bromoacetyl-2-methoxy-benzoic acid methyl ester (VL EXAMPLE 1 17), the tide compound is 
obtained, mp 168-170?; NMR (CDC1 3 , TMS): 5 7.90, 7.55, 7.05, 6.39, 3.95, 3.911, 3.79, 3.63, 
1.95. 

EXAMPLE 119 2-Hydroxy-5-(7-methyl-2,4^-py^ 

d]pyrimidin-6-yl)-benzoic acid monohydrobromide (VH-salt) 
10 Following the general procedure of EXAMPLE 103 and making non-critical variations 

but starting with 2-methoxy-5-a-methyl-2,^^ 

benzoic acid methyl ester (VII. EXAMPLE 1 18), the tide compound is obtained, mp 258-267°; 
NMR (CD 3 QD, TMS) 7.86, 7.51, 6.96, 6.58, 3,80, 3.61, 2.01 8; HRMS (EI, mfz) M + observed = 
407, calculated for QjH^BrNA = 407, other ions observed at m/z 389, 361, 333, 70, 44; IR 
15 (minend oil) 3650, 3611, 3476, 1676, 1627, 1591, 1537, 1402, 1365, 1355, 1299, 1181, 839, 
805,787,754 cm- 1 . 

EXAMPLE 120 4,4 , -a*methyi-2,4-di-l-pyrrolidinyl-7H-pyrrolot2,3-d]py^ 
diyl>bis-phenoI trihydrobromide (VII-salt) 
Following the general procedure of EXAMPLE 103 and making non-critical variations 
20 but starting with 5,6-bis(4-methoxyphenyl>7-me^ 

d]pyrimidine (VII, EXAMPLE 86), the tide compound is obtained, mp >300°; NMR(methanol- 
d„ TMS) 7.01, 6.76, 4.15, 3.57,3.40, 2.99 5; CMR (CDCI 3 , TMS) 160.7, 159.2, 158.0, 152.3, 
146.6, 136.7, 133.6. 132.7, 126.6, 121.7. 116.6, 116.5, 116.1, 994, 47.0, 44.4, 44.1, 4L7, 32.0; 
MS (EI, m/z) Calculated for C^tyO. M + free base = 485.2539, found 4852537. 
25 EXAMPLE 121 6-(4-Methoxyphenyl)-7-me^ 

d]pyrimidine (VII) 

Following the general procedure of EXAMPLE 86 and making non-critical variations 
but starting with p-methoxyphenacyl bromide (VI), the tide compound is obtained, mp 168- 
170.5°; NMR (CDC1 3 . TMS) 7.39, 6.96. 6.29. 3.85. 3.77, 3.64, 2.97 5; MS (EI, m/z) calculated 
30 for QJI i9 N 7 0 M + = 407, found = 407; IR (mineral oil) 1578, 1570, 1554, 1542, 1498, 1492, 
1446, 1438, 1429, 1399, 1364. 1304, 1257, 1245, 1181, 1006, 809, 771 cm" 1 . 
EXAMPLE 122 6<4-Methoxyphenyl)-7-methyl-2^ 
d]pyrimidine dimethanesulfonate (VII) 
A mixture of 6-(4-methoxyphenyl)-7-me^ 
35 d]pyrimidine (VH, EXAMPLE 121, L480 g) in 150 ml of isopropanol water (95/5) is treated 
with 0.705 g of methanesulfonic acid. The mixture is stirred at 20-25° under nitrogen for 2.5 hr. 
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Solvent evaporation and drying under high vacuum gives a foam which is treated with 
chloroform and then hexane/ethyl acetate (1/1). fa each case the solvent is evaporated. The 
solid is suspended in hexane/ethyl acetate (1/1) and stirred for 1 hr. Filtration and drying under 
high vacuum overnight gives the title compound, mp 273-282*; NMR (Dfi) 7.35, 6.97, 6.41, 
5 4. 1 1, 4.02, 3.82, 3.53, 335. 2JS 8; CMR (methanol-d,, TMS) 161.2, 157.6, 157.1. 137.9, 131.3, 
1253, 1 15.2. 98.7. 55.9, 44.6. 44.5, 44.0, 43.0, 39.6, 303 5. 
EXAMPLE 123 ^(7-MemyI-Z4-di-pipei^^ 
trihydrobromide (VO-salt) 
Following the general procedure of EXAMPLE 103 and making non-critical variations 
but starting with 6-(4-methoxyphenyl)-7-memyl-2,4-bis-piDerazin-l-yI-7H-pyrrolo[2,3- 
d]pyrimidine (W. EXAMPLE 121), the title compound is obtained, mp >300°; NMR (D 2 0) 
7.12, 6.71. 6.31, 3.99. 3.85, 3.38. 3.18 6; CMR(D 2 0; TSP) 155.7, 155.6, 151.4. 145.3, 136.6, 
129.9, 122.0, 115.1, 97.1. 42.9, 42.8, 42.6, 31.5 8; MS (EI, m/z) calculated for C^H^O M* 
free base = 393.2277, found = 393.2290; 1R (mineral oil) 3345, 2791, 1634, 1597. 1587, 1502, 
15 1330, 1289, 1181, 1143, 847, 760 cm"'. 

EXAMPLE 124 2,4-Bis[3-(l,l-dtaetoylethoxycarto^^ 
methylaminopyrimidine (V) 
The 2,6-dicWoro4-memylaminopyrimidme (HI, EXAMPLE 1, 3.8375 g) is suspended in 
200 ml of o-xylene. Dusopropylethylamine (9.4 ml) is added, followed by 3-(t-BOC 
amino)pynDlidine (IV. 10.044 g). The reaction contents were placed under a nitrogen 
atmosphere and heated at reflux. Within 30 minutes, the mixture is homogeneous. The reaction 
mixture is cooled to 20-25°. The solvent is removed under reduced pressure, and the residue is 
dissolved in chloroform. The organic phase is washed with saturated sodium bicarbonate, and 
saline and dried over sodium sulfate. Removal of the solvent left an oil. Hexane (50 ml) is 
added and then evaporated yielding a semi-solid. The semi-solid is chromatographed on 800 g 
of silica gel eluting with chloroform/acetone (9/1) followed by (8/2) and (6/4). A final portion 
of chloroform/methanol (95/5) is used to finish eluting the second product Common fractions 
were combined based on TLC homogeneity and concentrated to give the title compound, mp 90- 
95° (decomp); NMR (CDCi,. TMS) 4.70. 4.27. 3.75-3.30. 2.83. 1.89. 1.44 8; MS (EI, mz/) M* " 
30 observed = 477, calculated for C^H 39 H 7 0 4 = 477, other ions observed at m/z 360. 305, 243, 
217,57,40. 

EXAMPLE 125 6-(4-Memoxyphenyl)-7-me%l-2,4^^ 

amino- 1 -pyiroHdmyl]-7H-pyirolo[2.3-d]pynmidine (VII) 
Following the general procedure of EXAMPLE 104 and making non-critical variations 
but starting with 2.4-bis[3-(l.l-dimethylethoxycaibonyl)amino-l-pyrrohdinyl]-6- 
methylaminopyrimidine (V, EXAMPLE 124) and p-melhoxyphenacyl bromide (VI). the tide 
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compound is obtained, mp 178-185°; NMR (CDd 3 , TMS) 7.37, 6.95, 6.32, 4.71, 3.86-3.63 5. 
EXAMPLE 126 2,4-Bis(3-anuno-l-pyrolidmyO^ 

pyrrolo[2,3-d]pyriroidine trihydrochloride (VH-salt) 
A 250 ml flask is charged with 125 ml of ethyl acetate and chilled to 0°. With stirring, 

5 hydrogen chloride gas is bubbled into the ethyl acetate until saturated. At that time, 6-(4- 
methoxyphenyI)-7-methyl-2,4-bis[3-(l, I-dimethylethoxycarbonyl)- amino-l-pyixolidinyl]-7H- 
pyrrolo[2,3-d]pyrimidine (VII, EXAMPLE 125, 1.23 g) is added with stirring at 0 9 . Soon after 
the mixture becomes homogeneous, a solid begins precipitating. The reaction is wanned to 20- 
25° and stirred for 3 .75 hr. The solid material is collected by filtration and rinsed with several 

10 portions of ice cold ethyl acetate. Subsequent drying (0.05 mm, 40°) for 24 hours gives the title 
compound, mp 259° (decomp); NMR (CDjOD, TMS) 7.44. 7.06, 6.60, 4.23-351, 3.86, 3.76, 
2-56, 2.31 8; MS (EI, mfz). M + observed = 407, calculated for C^H 29 N 7 0 = 407. 
EXAMPLE 127 4-[2,4-Bis-(3-amino-l-pyrroIidinyl)-7-methyl-7H-^ 
d]pyrimidia-6-yl]phenol trihydrobromide (Vll-salt) 

15 Following the general procedure of EXAMPLE 103 and making non-critical variations 

but starting with 6-(4-methoxyphenyl)-7-methyL 

pyrroUdinyl]-7H-pynolo[2,3-d]pyrinudine (VII, EXAMPLE 125), the title compound is obtained, 
mp 267 a decomp; NMR (CD 3 OD, TMS) 7.34, 6.91, 6.65, 4.19-3.91, 2.58, 2.32 S; MS (EI, m/z) 
M + observed = 393, calculated for C^H^O = 393. 

20 EXAMPLE 128 6-(4-Methoxyphenyl>7-methyl-2^ 

d]pyrimidine-5-carbaldehyde (VII) 
Viismeier reagent is prepared by addition of phosphorous oxychloride (3.68 ml) to ice 
cold DMF (3.1 ml) and the mixture is stirred at ice bath temperature for 10 min. The reagent 
(ca, 6.5 ml) is slowly added to a stirred mixture of 6-(4-methoxyphenyl)-7-methyl-2,4-di-l- 

25 pyrroUdinyi-7H-pyrroIo[2,3-d]pyrimidine (VII, EXAMPLE 50, 4.5 g), DMF (4.5 ml), and THF 
(40 ml) at 20-25°: The resultant mixture is stirred for 30 min and then the concentrated under 
reduced pressure. The residue is chilled in an ice bath, ice (100 g) is added, and the pH is 
adjusted to 12 with potassium hydroxide pellets. The mixture is diluted with dichtoromethane 
(200 ml) and the phases were separated. The organic phase is dried (sodium sulfate) and 

30 concentrated under reduced pressure to give a solid which is recrystallized twice from 

chlorofonn/ethyl acetate mixtures to give the tide compound, mp 206-209°; NMR <CDCl 3 ) 9.46, 
7.38, 7.02, 3.88, 3.80, 3.60, 350, 1.94, L85; MS (EI, m/z) 405 (M)\ 377, 349, 307; IR (mineral 
oil) 1652 cm' 1 . 

EXAMPLE 129 6<4-Methoxyphenyl)-7-methyl-2^ 
35 d]pyrimidin-5-yI]methanoI (VII) 

Sodium borohydride (0.04 g) is added to a stirred mixture of the 6-(4-methoxyphenyl)-7- 
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methyN2 t 4-di-I-pyiTOlidinyl-7H-pyrrolo[23-d]pyrim (VII, EXAMPLE 128, 

100 mg) in methanol (5 ml) under an argon blanket at 20-25°. After 1 hr additional sodium 
borohydride (40 mg) is added and the reaction mixture is stirred for 16 hr at 20-25°. After 1 
hour additional sodium borohydride (0.12 g) were added over an additional 8 hours. The 
5 mixture is diluted with an aqueous %% mixture of sodium hydroxide and dichloromethane. The 
phases were separated. The aqueous phase is extracted twice again and dichloromethane. The 
combined dichloromethane extracts were dried (sodium sulfate) and concentrated under reduced 
pressure to a foam which is crystallized from ethyl acetate to give 0,067 g of the title 
compound, mp 169-170°; NMR (CDCI3) 7.27, 6.98, 3.87, 3.81, 3.61, 3.47, 1.95 5; IR (mineral 

10 oil) 3274 cm' 1 . 

EXAMPLE 130 6-(4-Methoxyphenyl)-7-methyI-2,^ 

d]pyrimidine-5-caibaldehyde oxime (VH) 
A mixture of 6-(4-methoxyphenyl)-7-methyW^ 
d]pyrimidine-5-caibaldehyde (VH, EXAMPLE 128, 1.0 g), hydroxylamine hydrochloride (0.307 

15 g), and sodium acetate (0.63 g) in ethanol (18 ml) and water (2 ml) is refluxed for 8 hours. The 
mixture is cooled and concentrated tinder reduced pressure to a solid residue which is diluted 
with water (7 ml), swiried for a couple of minutes, filtered, and the solid is washed with cold 
water (3x5 ml). The product is air dried on the filter for 15 min, and then in a vacuum oven 
at 50° for 2 hours to give the tide compound, mp 226-227°; NMR (CDCI3) 9.46, 7.38, 7.02, 

20 3.88, 3.80, 3.60, 3.50,. 1.94, 1.85 5; MS (EI, m/z) 420, 403, 404, 402, 386. 
EXAMPLE 131 6-(4-Methoxyphenyl>7-me%l-2^ 
d]pyrimidine-5-caibonitrile (VII) 
A mixture of the 6-(4-methoxyphenyl)-7-methyI-2,^ 
d]pyrimidine-5^carbaldehyde oxime (VII, EXAMPLE 130. 0.74 g) and dimethylfomiaroide (20 

25 ml) is refluxed under nitrogen for 20 hours. The mixture is cooled to 20-25° and concentrated 
under reduced pressure to a residue which is triturated with ether to give 0.47 g of solids. The 
solids were diluted with a chloroform/dichloromethane (1/1) mixture and dilute aqueous sodium 
bicarbonate mixture. The phases were separated and concentrated to a residue which is flash 
chromatographed (silica gel, methanolchloroform 1/99). The appropriate fractions are pooled 

30 and concentrated to give a solid which is recrystallized from a hot acetone and hexane mixture 
to give the title compound, mp 230-231°; NMR (CDCI 3 ) 7.45, 7.03, 3.88, 3.58, 1.97 5. 
EXAMPLE 132 ^(7-Me%I-2,4-di-l-pym>lto^ 
(VII) 

4-(7-MethyI-2,4-di-l-pyn-ol^ hydrobromide 
35 salt (VII, EXAMPLE 55, 8.29 g) is suspended with stirring in 500 ml absolute ethanol. 

Propylene oxide (16 ml) is added via pipette at 20-25°. The reaction is heated at reflux for 1.5 
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hours, then cooled to 0°. The solids that had fonned were filtered and dried (0,05 mm, 40°) 
overnight gives the title compound, mp 268-272 a ; NMR (DMSO-dg) 9.57, 7.34, 6.83, 6.37, 3.68, 
335, 330, L96-1.85 5. 

EXAMPLE 133 2,6-Bis(I-pyrroHdinytaethyI)-4-(7^ 
5 pyrrolo[2,3-d]pyrimidin-6-yl)phenol (VII) 

A 5Q ml flask is charged with the 4-(7-methyl-2,4-di-l-pyrrolidinyl-7H-pyrrolo[2,3- 
d]pyrimidin-6-yl)-phenol (VII, EXAMPLE 132, 510.1 mg) and 11 ml of absolute ethanol. To 
the resulting suspension is added 37% aqueous formaldehyde (1.15 ml) followed by pyrrolidine 
(0.85 ml) all at 20-25°. The reaction mixture is placed under a nitrogen atmosphere and heated 

10 at reflux. After 3 hours of reflux and the addition of 4 ml absolute ethanol, all of the solid went 
into mixture. After a total of 5.5 hours of reflux, the reaction is cooled to 0°. The reaction 
mixture is concentrated under reduced pressure resulting in a solid which is chromatographed on 
170 g of silica gel eluting with 4.5 M ammonia in methanol/chloroform (5/95). An initial 
fraction of 250 ml is collected followed by 14 ml fractions; Fractions 21-61 were combined, and 

15 concentrated to give the title compound, mp 167-169°; NMR (CDd 3 , TMS) 7.16, 634, 3.81, 
3.62, 1.94, 1-84 8; MS (EI, m/z) M + observed = 529, calculated for Q,H 43 N 7 0 = other ions 
observed at 458, 389, 70, 42, 27. 
EXAMPLE 134 6,7-Dime%i-2,4-di-l-py^ 
monohydrochloride (VH-salt) 

20 Ethyl acetate (50 ml) is cooled to 0 q . With Stirring, hydrogen chloride gas is bubbled 

into the ethyl acetate until saturated. 6,7-Dimethyl-2,4-di-l-pyrrolidinyl-7H-pyrrolo[23- 
djpyrimidine (VII, EXAMPLE 52, 238.8 mg) is added in one portion at 0°. After 20 minutes of 
stiring the mixture becomes homogenous. The mixture is warmed to 20-25°, and stirred for 1.5 
hr. The solvent is removed and a solid is obtained. The solid is triturated with ethyl acetate (30 

25 ml), collected and dried (0.05 mm, 40°) to give a crude product The product is collected and 
dried (0.02 mm, 40°) overnight to give the title compound, mp 241-245° (decomp). 
EXAMPLE 135 2,6-W-l-pynoIidinyl^ethylaminopyrimidine (V) 

Following the general procedure of EXAMPLE 1 and making non-critical variations but 
using ethylamine hydrochloride instead of methyiamine hydrochloride, and subsequently 

30 following the general procedure of EXAMPLE 3 and making non-critical variations, 

the title compound is obtained, NMR (CDCy 6.27, 3.6-3.2, 1.27; CMR (CDCLj) 204.65, 
164.07, 159.60, 36.80 and 14.26. 

EXAMPLE 136 7-Ethyl-6-isopropyl-2,4^Ii-l-py^ 
(VH) 

35 Following the general procedure of EXAMPLE 6 and making non-critical variations but 

starting with 2,6-dichloro-4-ethylaminopyrimidine (V, EXAMPLE 135) and l-bromo-3-methyI- 
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2-butanone (prg. Synth., Vol 55. p 24). the title compound is obtained. 
EXAMPLE 137 7-Ethyl-6-i S op ro pyl-2.4^i-l^ 
sulfate (VII) 

7-Ethyl-6-isopropyl-2,4^ ^ EXAMPLE 

5 136) and exactly one equivalent of sulfuric acid followed by recrystallization from ethyl acetate, 
ethanol and hexane gives the title compound, mp 208-210°; IR (mineral oil) 3046. 1626, 1595. 
1557, 1476, 1351. 1241, 1155, 1063 and 1165 cm-' cm. 
EXAMPLE 138 9-Memyl-2,4-di-l-pynoll(linyl-9H-pynmido[44-b]indole 

A suspension of 5.6.7,8-tetrahy(lnh9-memyl-2,4-di-l-pvrroHdmyl-5H-pyrimido[4^- 
10 bjindole (VII, EX 

AMPLE 112, 1.86 g) and palladium-on-carbon (10%, 1.52 g) in decalin (225 ml) is heated at 
reflux for 45 min. After cooling chromatographic purification rsilica gel, hexane, then 
acetone/methylene chloride (2/98)} followed by recrystallization (methylene chloride/hexane) 
gives the title compound, mp 153-154°; NMR (CDCy 7.88, 723, 7.10, 3.92, 3.75, 3.65 and 
15 1.95; HRMS (El) M* observed at m/z 321.1957, calc'd for C 19 H a N 5 = 321.1953. 

Following the general procedure outlined in EXAMPLES 12-13, 25-27 and 30-34 and 
making noncritical variations but using 2-[(2,6-di-(l-pyiroUdinyl)pyrimidm^yl)amino]ethanol 
(V, EXAMPLE 11) and an appropriate a-haloketone (VI), the compounds listed below were 
prepared: 

20 EXAMPLE 139 6-Phenyl-7-[2-(l-(3,44-trm 1 emyl)pi P era Z myl)ethyl>2.4-di-l-py TO ^ 

7H-pyrrolo[2.3-d]pyrimidine maleate (VTJ-salt) 
mp 89°; NMR of free base (CDCI3) 7.2-7.5, 6.38, 4.27, 3.78, 3.60, 2.70. 2.56. 2.28. 1.8- 
2.05 and 1.04 8. 

EXAMPLE 140 7-[2-(H34-Dimemyl)piperazinyl)emyl]-6-phenyl-2,4-di-l-pym)lidinyl- 
25 7H-pyrrolo[2,3-d]pyrimidine maleate (VD-salt) 

mp 125°; NMR of free base (CDCy 7.2-7.5, 6.37, 4.29, 3.78, 3.60, 3.46, 2.75-2.9. 2.69. 
2.57. 1.85-2.05. 1.75 and 1.08 8. 

EXAMPLE 141 7-[2-(l-(3^-Dim^yl)pipei^my|^ 

pyrroHdmyl-7H-pym)lo[2,3-d]pynmidine hydrochloride (VD-salt) 
30 mp 179°; NMR of free base (CDCl 3 ) 7.42, 7.09, 6.33. 4.23. 3.78, 3.60, 2.7-2.9. 2/7 1 , 

2.56. 1.85-2.1, 1.55-1.8 and 1.05 8. 

EXAMPLE 142 H4-HuorophenylH-[2Kl-(3,4,5-trime^ 

pyixolidinyl-7H-pyrrolo[2,3-d]pyrimidine hydrochloride (VH-salt) 
mp 180"; NMR of free base (CDCl 3 ) 7.43, 7.09. 6.33. 4.22. 3.77, 3.60. 2.70, 2.53, 2.05- 
35 2.4, L75-2.05. 1.03 8. 

EXAMPLE 143 2-[6-(4-Meuiylphe n yl)-2.4-d1-l- P vi TO lidinyl-7H-p y rrolo[2.3-d]pyrimidin- 
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7-yl]ethanoI 

mp 187-188°; NMR (CDCl*) 7.87, 7.15-7.35, 6.37, 4.1-4.2, 4:0-4.1, 3.79, 3.58, 2.39, 
1.8-2.1 5. 

EXAMPLE 144 6<4-Methylphenyl>7^ 
5 pym)UdinyI-7H-pynoIo[2,3-d]pyrimidine hydrochloride (Vn^salt) 

mp 201-204°; NMR of free base (CDCI3) 735, 720, 6.34, 4.25, 3.78, 3.60, 2.71, 2J4, 
2.39, 2.0-2.3, L7-2.0, 1.03 5. 

EXAMPLE 145 6<4-Methylphenyl>7-[2-(l-p^ 
pyrroIo[2,3-d]pyrimidine (VII) 
10 mp 164°; NMR (CDCI3) 7.35, 721, 6,34, 4.27, 3.78, 3 59 f 2.84, 2.59, 2.45, 2.39, 1.85- 

2.1 5. 

EXAMPLE 146 7-[2-(l-(3,5-Dimethyl)piperra^ 

pyrroHdinyl-7H-pynolo[23-d]pyrimidine hydrochloride (Vn-salt) 
mp 238-240°; NMR office base (CDCy 7.34, 720, 6.33, 4.26, 3.78, 3.59, 2.7-2.9, 
15 2.72, 2.58, 2.38, 1.8-2.1, 1.6-1.8, 1.04 5. 

EXAMPLE 147 6K4-Ruorophenyl>7-[2-(l-p^ 
pynolofrS-dJpyrimidine (VH) 
mp 159-161°; NMR (CDCI3) 7.43, 7.10, 634, 4.24, 3.78, 3.59, 2.81, 2.57, 2.40, L8-2.1 

8. 

20 EXAMPLE 148 5-Methyl-6-(4-methylphenyl)-7^ 

pyrrolidinyl-7H-pynolo[2,3-d)pyrimidine (VII) 
mp 126°; NMR of free base (CDClj) 722, 4.09, 3,73, 3.59, 2.81, 2.48, 2.40, 23-2.5, 
220, 1.8-22 5, 

EXAMPLE 149 7-[2-(l-(3,5-Dimethyl)pipera^ 
25 2,4^i-l-pynolidinyI-7H-pynoIo[2,3-d]pyrimidine hydrochloride (VII- 

salt) 

EXAMPLE 150 6-(4-Huorophenyi)-5-memyl-7-[2-(l-piperazinyl)elhyl]-2,4-di-l- 

pyrroUdinyl-7H-pynolo[2,3-d]pyrimidine (VU> 
EXAMPLE 151 7-[2-(l<3^-Dimethyl)piperazmyl)ethyl]-6-(4-fluorophenyl)-5-m 
30 di-l-pyrroHdinyl-7H-pyrn>Io[2,3-d]pyriiiudine hydrochloride (Vll-salt) 

Following the general procedure outlined in EXAMPLES 18-19 and making noncritical 
variations but starting with 4-tert-butyIamino-2,6-di-(l-pyrrondinyi)pyrimidine (V, EXAMPLE 
17) and 2-chIoroacetone (VI) the following compounds are obtained: 
EXAMPLE 152 6-Methyl-2,4-di-l-pynolidinyl-7H-pym)lo[23-d]pyrimidine 
35 trifluoroacetate (VII) 

mp 140.5°; NMR (CDClj) 13.0-132, 6.04, 3.7-3.9, 3.62, 2.34 and 1.85-22 5. 
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EXAMPLE 153 6-(4-Methoxyphenyl)-7-methyl-2.4-bis-(4-roethylpipera2in-l-yI)-7H- 
pynx)lor2,3-d]pyrimidine (VII) 
A mixture of 6-(4-methoxyphenylH-memy^2^bis-piperazin-I-yl-7H-pynoIo[2,3- 
djpyrimidine (VII, EXAMPLE 121, 789 mg) in dioxane (10 ml) is treated with mono-sodium 
5 salt of phosphorous acid, NaHjP0 3 . (1M, 19.8 ml) and aqueous formaldehyde (37%, 1.55 ml). 
The resulting mixture is heated in an inert atmosphere at 60° for 1 nr. The mixture is then 
poured into aqueous base and the product is isolated by extraction with methylene chloride. 
Chromatography on silica gel (5% of 4M ammonia-methanol in chloroform), pooling and 
concentrating the appropriate fractions gives the title compound, NMR (CDC1 3 ; TMS) 7.38, 
10 6.97, 6.29, 3.92, 3.86. 3.64, 151, 2.35, 2.34 8. 

The free base is converted to the dihydrochloride salt with excess methanolic 
hydrochloric acid. Recrystallization from methanol/ethyl acetate gives the salt of the title 
compound, mp 270-281° (decomp). 

EXAMPLE 154 4-[7-Memyl-2,4-bis-(4-m(^ylpiperazin-l-yl)-7H-pvrrolo[2,3- 
15 d]pyrimidin-6-yl]-phenol trihydrobromide (VII) 

Following the general procedure of EXAMPLE 55 and making non-critical variations, 
but starting with 6X4-metooxyptenyl)-7-memyl-2,4-M^ 

djpyrimidine (VH, EXAMPLE 153), the title compound is obtained, NMR (D 2 0; TSP) 7.26, 
6.87, 6.35, 3.58-3.01, 2.91, 2.90 8. 

20 EXAMPLE 155 7-Me%l-2,4-bis-(4-methyIpiperain-l-yI>6-phenyl-7H-pyrrolo[2,3- 

djpyrimidine (VII) 

Following the general procedure of EXAMPLE 153 and making non-critical variations 
but starting with 7-memyl-6-prK;nyl-2.4-di-l-piperazinyl-7H-pyiTolot2,3-d]pyrhm (VH. 
EXAMPLE 44), the title compound is prepared. 

25 The hydrochloride salt is prepared with excess methanolic hydrochloric acid and 

triturated with ethyl acetate/hexane (1/1). to give the title compound, NMR (DjO; TSP) 7.36, 
6.46, 3.55-2.96, 2.76 5; MS (for free base) calc'd. for C^N, = 405.2641, found = 405.2642. 
EXAMPLE 156 5,6-(Bis-(4-methoxyphenyl)-7-methyl-2,4-bis(4-methylpiperazin-l-yl)- 
7H-pyrrolo[2.3-d]pyrimidine dihydrochloride (VII) 

30 Following the general procedure of EXAMPLE 153 and.making non-critical variations, 

but starting with 5,6'bis(4-memoxyphenyl>7-memyl-2,4-di-l-pirjerazmyl-7H-pyrrolot2,3- 
djpyrimidine (VH, EXAMPLE 86), the title compound is obtained, mp 302-305° (decomp). 
EXAMPLE 157 7-Emyl-6-memyl-2,4-dipyrrolidm-l-yl-7H-pyrrolo[2.3-d]pyrimidine (VH) 



35 



Following the general procedure of EXAMPLE 49 and making non-critical variations, 
but starting with 2,6-di-l-pyrrolidinyl4-emylaminopyrimidine (V, EXAMPLE 135), the title 
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compound is obtained. 

The corresponding sulfate salt is obtained following the general procedure of 
EXAMPLE 137, making non-critical variations, mp 227-228°; NMR (CDCl lt TMS) 6.15, 4.34, 
3.77, 2.29, 2.02, 134 8; MS calcd for ^H^^H = 300.2188 (free base), found = 300,2170. 
5 EXAMPLE 158 7-E%U2,4-dipyrroiidin^-yI-7H-pyrrolO[23-d]pyrimidine (VII) 

Following the general procedures of EXAMPLES 88 and 89 and making non-critical 
variations, but starting with 2 f 6-di-l-pym)lidinyI^thyIaminopyrimidine (V t EXAMPLE 135), 
the title compound is obtained. 

The corresponding sulfate salt is obtained following the general procedure of 
10 EXAMPLE 137, making non-critical variations, mp 200-201°; NMR (CDCIJ 6.64, 6,41, 4.40,- 
3.77, 2.02, 1.45 5; MS (free base) calc'd for C^N^H = 286.2032, found = 286.2038. 
EXAMPLE 159 7-Tert-butyI-2,4-di-l-pyroli (VII) 

Following the general procedure of EXAMPLES 80 and 89 and making non-critical 
variations, but starting with 4-tert-butyIammo-2,6^ (V, EXAMPLE 

15 17), the title compound is obtained, mp 187-190°; MS (free base) calc'd for C M H 19 N 5 = 
257.1640, found = 257.1648. 

EXAMPLE 160 5,6,7-Trime%I-2/Wipy^ (VII) 

Following the general procedure of EXAMPLE 49, but starting with 3-bromo-2- 
butanone instead of 2-bromo-propiophenone, the title compound is obtained. 
20 The hydrochloride salt is prepared with excess methanolic hydrochloric acid. 

Recrystallization from methanol/ethyl acetate mixtures gives the salt of the title compound, mp 
234-237°; NMR (CDC1 3 ; TMS) 4.00-3.74, 3.73, 2.21, 2.19, 1,97 8. 

EXAMPLE 161 5,6,7,8-Tetrahydro-2,4-dM^ (VII) 

Following the general procedure of EXAMPLE 112 but starting with 4-tert-butyiamino- 
25 2,6-(n-(l-pyrroIidinyl)pyrimidine (V, EXAMPLE 17) instead of the EXAMPLE 3 product, the 9- 
t-butyl derivative of the title compound is obtained. Removal of the t-butyl group is done 
according to the procedure of EXAMPLE 19. 

Following the general procedure of EXAMPLE 36, the methanesulfonate salt of the title 
compound is obtained, mp 253-254°; NMR (CDC1 3 ; TMS) 12.47. 11.99, 3.74, 3.60, 2.89, 2.67, 
1.93, 1.78 5; MS (free base) calc'd for C^H^ = 311.2110, found = 311.2109. 
EXAMPLE 162 7-Ten-butyl-6-isopropyl-2,4-di-l-pyn^lidinyl-7H-pyrroIo[2 f 3- 
d]pyrimidine, sulfate (VII) 
Following the general procedure of EXAMPLES 49 and 137, but using l-bromo-3- 
methyl-2-butanone [VI, Org. Syn, 55, p 24] as the a-bromoketone component (VI), the title 
35 compound is obtained, mp 243-244°, MS (free base) ealc'd for C^Nj = 355.2727. found = 
355.2736. 
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EXAMPLE 163 6-Isopropyl-2,4-di-l-pyrTDlidinyl-7H-pyrrolo[23-d]pyrimidine (VU) 
FoUowing the general procedure of EXAMPLE 19, but starting with 7-tert-butyl-6- 
isopropyl-2,4-di-l-pyrrolidinyl-m-pyTOlo[23-d]pyrimidine (EXAMPLE 162) the title 
compound is obtained. 

5 Addition of one equivalent of aqueous sulfuric acid (1M), followed by recrystallization 

from ethyl acetate/methanol mixtures gives the salt of the tide compound, mp 223-225°; MS 
(low resolution; free base) M* observed at m/z 299. 

EXAMPLE 164 7-E%l-6-isopropyI-2,4-di-l-pyrrolidmyl-7H-pynolo[23-d]pviiim 
sulfate (VII) 

10 Following the general procedures of EXAMPLES 49 and 137, but starting with 2,6-di-l- 

pyn-olidhyl-4-ethylaimnopyriniidine (V, EXAMPLE 135) and l-bromo-3-methyl-2-butanone 
(VI). the title compound is obtained, mp 208-210°; MS (low resolution, free base) M + observed 
at m/z 327. 

EXAMPLE 165 ^CycIopropyl-7-ethyl-2,4-dM-^^ 

15 sulfate (VII) 

FoUowing the general procedures of EXAMPLES 49 and 137, but starting with 2,6-di-l- 
pyirolidmyl-4-ethylammopyrimidine (V, EXAMPLE 135) and bromoacetylcyclopropane (VI), 
the title compound is obtained, mp 219-220°; NMR (CDCl,; TMS) 6.01, 4.57-4.50, 3.79-3.77, 
2.05-2.01, 1.75-1.70, 1.43, 057-0.91, 0.67-0.61 6; MS (free base) calc'd for C 19 H„NjfH = 

20 326.2345, found e 326.2340. 

EXAMPLE 166 6-Beittylamino-2.4-di-l-pyrrolidiny]pyrimidine (V) 

Following the alternative procedure in EXAMPLE 3, but starting with benzylamine. 
instead of methylamine, the title compound is obtained, mp 70-72°; NMR (CDC1 3 ; TMS) 7.37- 
7.21, 4.72, 4.43-4.42, 3.53-3.49, 3.37, 1.91-1.87 8. 

25 EXAMPLE 167 6-CyclopropyI-2,4-di-l-pyiroIM^^ ^ 
Following the general procedure of EXAMPLE 49, but starting with 6-benzylamino-2,4- 
di-l-pyrrolidinylpyrimidine (V, EXAMPLE 166) and bromoacetylcyclopropane (VI), the N-7 
benzyl derivative of the tide compound is obtained, mp 147-148°; NMR (CDC1 3 ; TMS) 7.27- 
7.16, 5.98, 5.41, 3.77-3.73. 3.59-3.55. 1.99-1.88, 1.61-132. 0.75-0.69, 034-0.49 S. 

30 A mixture of the benzyl derivative (2.64 g) in 125 ml of tetrahydrofuran and 150 ml of 

liquid ammonia is treated with 850 mg of Sodium metal. After 1 hr, solid ammonium chloride 
is added until the blue color dissipated, the ammonia is removed in a stream of nitrogen, and the 
product is isolated by extracting the mixture (diluted with water) with chloroform. 
Concentration gives the title compound, NMR (CDCI3) 8.93, 5.99, 3.77-3.72, 3.61-337, 1.96- 

35 1.75, 1.00-0.78. 0.65-039 8. 

Treatment of the free base with one equivalent of sulfuric acid, followed by 
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realization from methanot/ethyl acetate gives the salt of the title compound, mp 240-242"; 
MS (free base) calc'd for C^N^H = 298.2032, found = 298.2031. 
EXAMPLE 168 W.Mtodiydn)^ 

pyrimido[4,5-b]indole maleate (VII) 
Following the general procedure of EXAMPLE 112 and making non-critical variations, 
but starting with 2-[(2,6-di-(l-pynT>I^^ ^ EXAMPLE 11), the 

N-9 hydroxyethyl intermediate corresponding to the rifle compound is obtained. Conversion of 
this intermediate to the title compound is accomplished using the general procedures of 
EXAMPLES 13 and 34, making non-critical variations, mp 155-157°; MS (free base) calc'd for 
W, = 423.31 10. found = 423.3113. 

EXAMPLE 169 7-Memyl-6-pyridiiH3-yI-2,4-di-l- P yrrolidinyl-7H-pynoIo[2,3- 
djpyrimidine (VII) 

Following the general procedure of EXAMPLE 49 and making non-critical variations, 
but starting with 2-bromo-l-pyridin-3-yl-ethanone (VI) and with 4-inemyIainma-2,6-di-l- 
pyrrolidinopyrimidine (V, EXAMPLE 3), the title compound is obtained, mp 176-179°; NMR 
(CDCI 3 ; TMS) 8.76, 8.52. 7.76, 7.34, 6.49, 3.79. 3.69. 3.62, 1.96 5; MS: calc'dfor cU M N 6 = 
3482062, found = 3482057. 

EXAMPLE 170 6-Ph^yl-7-[2-a-gIu(x>syQe^ 
djpyrimidine (VII) 
A mixture of 2-[6-phenyl-2.4-di-l-pym)^^ 
(VH. EXAMPLE 12. 600 mg) in chloroform (20 ml) is cooled to 0° and treated with a-D- 
glucopyranosyl bromide tetrabenzoate (1.58 g) and silver inflate (614 mg). After 5 minutes at 
0° and 3 hours at 25°, the tetrabenzoate product is isolated by chromotography on silica gel 
eluting with ethyl acetate/chloroform/hexane (20/20/60). The appropriate fractions are pooled 
and concentrated. The tetrabenzoate is treated with arnmoniaMethanol (4M, 200 ml, 18 hours, 
25°). Concentration followed by chromatography of the residue gives the tide compound. 
(recrystaHized from ethyl acetate), mp 197-199* MS: calc'd for C^NjCV-H = 5402822, 
found = 540.2837. 

EXAMPLE 171 [4-a-Memyl-2.4-di-l-pyrroHdir^l-7H-pym)Io[2,3-d]pyrto^ 
yl)phenoxy]acetic acid methyl ester (VH) 
A mixture of 4-a-memyl-2.4-di-l-py^ 
(VH, EXAMPLE 54, 1.69 g) and methyl bromoacetate (1.3 ml) in DMF (150 ml) is cooled to 0" 
and treated with sodium hydride (315 mg). After 1 hr at 0° and 16 hrs at 25°, the product is 
isolated by pouring the reaction mixture into water and extraction with ethyl acetate. 
Chromatographic purification eluting with acetone/chloroform (8/92), pooling and concentrating 
die appropriate fractions followed by reciystallization (ethanol/ethyl acetate) gives the title 
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compound, mp 190-192°; NMR (CDC1 3 ;TMS) 738. 6.95. 6.35. 4.68. 3.83. 3.64, 1.94 5. 
EXAMPLE 172 I^-Me%l-2.4-di-l- P ^ 

phenoxyjacetic acid, monohydrochloride (VII) 
A mixture of [4-a-memyl-2.4^-l- P ynolidmyl-7H- P yr ro io[2,3^]pyrimidin-6- 
5 yl)phenoxy]acetic acid methyl ester (EXAMPLE 171, 504 mg) in hydrochloric acid (6M. 45 ml) 
is heated at reflux for 3 hrs. After cooling the mixture, the title compound is isolated by 
filtration, mp 186-191"; NMR (CDC1 3 ; TMS) 7.32. 6.98. 6.38. 4.65. 3.87. 2.03 8. 
EXAMPLE 173 N -Hydroxy-N-metoyl-4-(7-m^ 

d]pyrimidin-6-yl)-phenoxyacetamide (VD) 
10 A suspension of fWmemyl-2.4-di-l^ 

phenoxyjacetic acid (VII, EXAMPLE 172, 458 mg) in methylene chloride (7 ml) is treated with 
DMF (85 pi), then cooled to 0° and treated with oxalyl chloride (195 pi). After 20 min at 0'. a 
mixture of N-methylhydroxylamine hydrochloride (516 mg) and triethylamine (1.1 ml) in THF 
(6 ml) is added. After 7 hrs at 25' the mixture is concentrated, and the residue is partitioned 

15 between methylene chloride and an aqueous pH 4 buffer. Chromatographic purification of the 
crude product eluting with chloroform/methanol/acetic acid (90/9/1). followed by 
recrystallization (methylene chloride/hexane) gives the tide compound, mp 208-209°; NMR 
(GDCi 3 ; TMS) 7.45-7.21. 6.72. 629, 4.69. 3.76. 3.63-3.56, 3.18, 1.96 8; MS calc'd for 
CmI^O, = 450.2379, found = 450.2376. 

20 EXAMPLE 174 ^Memyl^i-l^^ 

sulfate potassium salt (VII) 
A suspension of 4K7-me m yl-2,4^i-l-pyrroUdmyl-7H-pyr ro lo[2.3-d]pyrirmdin^ 
yOphenol (VH. EXAMPLE 54. 517 mg) and dicyclohexylcarbodiimide (3.28 g) in pyridine (9.5 
ml) is treated with a mixture of tetrabutylammonium hydrogen sulfate (1.0 g) in pyridine (2.0 

25 ml). The mixture is stirred for 1 hr at 25" and 1 hr at reflux. Addition of methanol (35 ml) and 
saturated methanolic potassium carbonate (20 ml) led to the separation of a solid. The product 
is isolated by filtration and purified further by chromatography on C 18 -reversed phase silica gel 
methanol/water (60/40) to give the title compound, mp 275° (decomp); MS (M+H) observed at 
482, M+K observed at 520. 

30 EXAMPLE 175 Di«hyl-[2-[4-(7-methyI-2.4-di-l- py rrolidinyl-7H-pyrrolo[2.3- 

d]pyrimidm-6^yI)-phenoxy]-emyl]ariiine (VH) 
A mixture of 4^-m*hyl-2,4-dH^^^ 

(VD. EXAMPLE 54, 364 mg), aqueous potassium hydroxide (50%, 7 ml). THF (5 ml), 
tetrabutylammonium bisulfate (170 mg) and 2-diethylaminoethyl chloride hydrochloride (521 
mg) is stirred vigorously at 25° for 4.5 hrs and at reflux for 16 his. The product free base is 
men isolated by extraction with chloroform and purification by chromatography elutin* with 
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methanol/chloroform (5/95). The appropriate fractions are pooled and concentrated to give the 
title compound, MS (fee base) calc'd for C„Hj 8 N 6 0+H » 463.3185, found * 463.3158; NMR 
(CDC1 3 ; TMS) 7.40. 6.96, 6.37, 4:53. 3.87-3.50, 3.42, 3.21. 1.95. 1.44 5. 

The free base is converted to the monohydrochloride salt with excess methanolic 
5 hydrochloric acid. Recrystallization from acetone/hexane gives the salt of the title compound, 
mp 205-208°. 

EXAMPLE 176 4^-Methyl-2,4^i-l^ 

phenol N,N-dimethylsulfamoyl derivative (VII) 
A mixture of 4^7-mefoyl-2,4-di-l-pyrrotfd^ 

10 (VH, EXAMPLE 54. 325 mg), 144 mg of N,N-diroethylsulfamoyl chloride, 32 pi of 7N aqueous 
sodium hydroxide, and 3 mg of tetrabutylammonium bromide in 4 ml of benzene is stirred at 
25° for 5 rain, then heated at reflux for 2 hrs. After cooling, the mixture is partitioned between 
benzene and water (pH 8-9), and the organic phase is evaporated. Recrystallization of the 
residual solid from acetone/hexane gives the title compound, mp 186*188°; NMR (CDC1 3 ; 

15 TMS); 7.47, 7.32, 6.42, 3.79, 3.64, 3.01, 1.95 S. 
EXAMPLE 177 4-(7-Methyi-2,4^i-l^ 

phenol 2-{2-[2^2-methoxy)ethoxylethoxy}ethyl ether (VH) 
A mixture of sodium hydride dispersion (60%, 1.06) and 4-(7-methyl-2,4-di-l - 
pyiToUdinyl-m-pyrroIo[23-d]pyrimidin-6-yl)phenol (VH, EXAMPLE 54, 910 mg) in DMF (5 

20 ml) is stirred at 25° for 45 min and 60° for 15 min. The mixture is cooled to ?5° and treated 
with a mixture of triethyleneglycol monomethyl ether monotoluenesulfonate (1.01 g) in DMF (3 
ml). The resulting mixture is stirred for 1 hr at 25° and 3 hrs at 60°. After cooling, most of the 
DMF is removed, and the product is isolated by extraction with ethyl acetate/water. The organic 
layer is dried and concentrated. Chromatographic purification on silica eluting with 

25 acetone/chloroform (10/90), followed by recrystallization (ethyl acetate/hexane) gives the title 
compound, mp 88-89°. 

EXAMPLE 178 4-(7-Methyl-2,4-di-l-py^^ 

phenol l-(2-imidazol-l-yi)ethyl ether (VH) 
A vigorously stirred mixture of 4-(7-methyi-2-4-di-l-pyrrolidinyI-7H-pynolo[2,3- 

30 d]pyrimidin-6-yl)phenol (VH, EXAMPLE 54, 3.17 g), 1,2-dibromoethane (26.3 g), aqueous 

sodium hydroxide (50%, 20 g) and tetrabutylammonium bisulfate (100 mg) in THF (25 ml) is * 
heated at 50° for 1.5 hrs. Cooling and extraction of the reaction mixture with methylene 
chloride gives the 2-bromo-l-ethyl ether of the EXAMPLE 54 product A mixture of 330 mg of * 
this intermediate bromoethyl ether, 960 mg of imidazole, and 50 mg of sodium iodide in 10 ml 

35 of toluene is heated at reflux for 48 hrs. Extraction of the cooled reaction mixture with 

methylene chloride/water and concentration gives the title compound. MS (free base) calc'd for 
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C^H 3I N 7 0 = 457.2590. found = 457.2597. 

Treatments this material with one equivalent of methanolic hydrochloric add gives the 
salt of the title compound, mp 132-140. 
EXAMPLE 179 4<7-Methyi-2,4-tf-l- P yrroli^ 
5 yl)phehy!-N,N-dimethyI carbamate (VII) 

A mixture of sodium hydride (60%, 1.13 g) in anhydrous dimemylformamide (40 ml) is 
cooled in an ice bath and treated with 4^7-methyI-2,4-di-l-pyrrolidinyl-7H-pyrrolo[2,3- 
d]pyrimidin-6-yl)phenol (VE, EXAMPLE 54, 2.00 g). After 2 hrs at 25' and 20 min at 60", the 
mixture is cooled to 25" and treated with 1.27 ml of dimethylcarbamyl chloride. After 3.5 hrs at 
25", the product is isolated by extraction with ethyl acetate. Chromatography on silica eluting 
with methanol/chloroform (2/98) followed by realization of the product from ethyl acetme 
gives the title compound, mp 194-195°; NMR 7.45-7.43, 7.17-7.14. 6.39, 3.90-3.71, 3.67. 3.55- 
3.21, 3.12, 3.03, 2.04-1.92 6; MS calc'd for = 434.2430, found = 434.2440. 

EXAMPLES 180-182 

Following the general procedure of EXAMPLE 49 and making non-critical variations, 
but starting in each case with 4-methylammo-2,6-di-l-pynoli(lmopynmiauie (V. EXAMPLE 3) 
and me appropriate a-bromoketone (VI), the title compounds of EXAMPLES 180-182 were 
synthesized: 

EXAMPLE 180 4-(7-Memyl-2.4-bis-pyr^^ 
20 benzoic acid ethyl ester (VIT) 

mp 195-200°; NMR 8.08-8.05. 7.55-7.52, 6.54, 4.43-4.36. 3.91-3.75, 3.72, 3.69-3.52, 
2.00-1.92, 1.43-1.39 5. 

EXAMPLE 181 M4-BromophenylH-inemyl-2,4^-l-pyiTOlidinyl-7H-pyrrolo[2.3- 
djpyrimidine (Vn) and the methanesulfonate salt 
Free base: mp 238-239°; NMR 7.55-7.48, 7.36-7.31, 6.42, 3.75-3.82, 3.66, 3.66-3.58, 
2.02-1.90. 

Methanesulfonate salt, mp 244-246°. 

EXAMPLE 182 ^(7"Me m yl-2,4-bis-pynolidm-l-yl-7H-pynolo[2,3-d]pyrimidin-6-yl). 
benzonitrile (VII) 

mp 265-266°; NMR 7.68-7.63, 7.58-7.52. 6.55, 3.83-3.75. 3.72. 3.66-3.58, 2.06-1.90 8. 
EXAMPLE 183 7-Memyl-2,4-bispyrrolidin-l-yl-6-[4-(lH-tetrazol-5-yl)-phenyl]-7H- 
pyrrolo[2,3-d]pyrimidine (VII) 
A mixture of 4-(7-memyl-2,4-bis-pyr TO Udin-l-yl-7H-pym3lo[2.3-d]pyrimidui-6-yl)- 
benzonkrile (EXAMPLE 182, 219 mg), 166 mg of triethylamine hydrochloride and 153 mg of 
35 sodium azide in 9 ml of N-methylpyrrolidine is heated at 150° for 4 his and then stirred at 20- 
25° overnight. The mixture is distilled (0.9 mm Hg. 50°) to remove the solvent. The resultins 
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solid is dissolved in 150 ml of saline and 200 ml of chloroform. The phases are separated and 
the aqueous extracted with 5 portions of chloroform. Hie combined organic extracts arc dried 
over sodium sulfate and concentrated. The concentrate is chromatographged over silica gel, 
eluting with 15-20% methanol saturated with ammonia-dichloromethane. The appropriate 
5 fractions are pooled and concentrated to give the title compound, mp 289-291°; NMR 7-96-7.93, 
7.64-7.6L 636, 3 .70-3.45, 3.45-3.23, 1.924.62 5; MS calc'd for C^r^+H = 416.2311, found 
= 416.2322. 

EXAMPLE 184 4-(7-Methyl-2,4-bis^ 
benzamide (VII) 

10 A suspended mixture of 6-(4-bromophenyl)-7-methyl-2,4-di*l-pyrrolidinyl-7H- 

pyrrolo[2,34]pyrimidine (EXAMPLE 181, 205 mg) t in 4.0 mi of anhydrous tetrahydrofuran is 
cooled in a dry ice-acetone bath and treated with 035 ml of a 1.38 M mixture of /-butyllithixim 
in pentane followed by 0.12 ml of trimethylsilyl isocyanate. The mixture is stirred for 10 min, 
warmed to 20-25* and then stirred for 30 min. The mixture is poured onto water, diluted with 

15 saline and extracted with ethyl acetate. The combined organic extracts are dried and 

concentrated to give a solid which is chromatographed over silica gel (elution with 3% methanol 
saturated with ammonia-dicHoromethane) to give the title compound, mp 175-180°. 

Treatment of the free base with excess hydrochloric acid gives the salt of the title 
compound, mp 275-278°; NMR 8.03, 7.92-7.89, 7.60-7.58, 7.38, 6.83, 3.72-3.34, 2.10-1.80; MS 

20 calc'd for C^H^O = 390.2168, found = 390.2172. 
EXAMPLE 185 4-(7-Methyt-2,4-bis-py^ 
benzoic acid (VII) 
A suspension of 4-a-metoyl-2,4-bis-pyroli^^ 
benzoic acid ethyl ester (EXAMPLE 180. 2.04 g) in ethanol (95%, 80 ml) is treated with 240 

25 mi of a O.l N aqueous mixture of potassium hydroxide. The mixture is heated at reflux for two 
days and then partially concentrated under reduced pressure. The resulting mixture is poured 
onto 300 ml of 5% aqueous hydrochloric acid and extracted with 5 portions of chloroform. The 
combined organics are dried and concentrated, the concentrate is chromatographed over silica 
gel eluting with methanol/chloroform/acetic acid (5/94/1) to give the title compound, mp 290- 

30 295°. 

A suspension of 150 mg of the above free acid in 4 ml of tetrahydrofuran is treated with 
3.8 ml of a 0.1 N mixture of potassium hydroxide followed by I ml of methanol. The mixture 
is heated for 1 hr at 50° and then an additional 3.8 ml (0.38 mmol) of 0.1 N mixture of 
potassium hydroxide is added. The mixture is concentrated under reduced pressure and then 
35 chromatographed over reverse phase silica gel eluting with methanol/water (75/25). The 
appropriate fractions are pooled and concentrated. The concentrate is taken up in water and 
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lyophilized to give the potassium salt of the title compound, mp >320°; NMR (DMSO) 7.95- 
7.92, 7.54-7.51. 6.61, 4.20-3.44. 2.10-1.82 8; MS calc'd for C^NAK =430.1645. found = 
430.1668. 

EXAMPLE 186 2-[4-(7-Methyl-2,4-bis-pyr^^^^ 
5 benzoylamino]ethanesulfonic acid ammonium salt (VD) 

A suspension of 4-(7-mefoyI-2,4-Hs-py^ 
benzoic acid (EXAMPLE 185. 253 mg) in 5 ml of DMF is treated with 83 mg of N- 
hydroxysuccinimide, 0.11 ml of diisopropylcarbodiimide and 10 mg of dimethyiaminopyridine. 
After 18 his at 20-25" filtration gives 300 mg of an intermediate N-hydroxysuccinimide ester. 

10 A suspension of 249 mg of mis intermediate N-hydroxysuccinimide ester in 50 ml of • 

THF is warmed slightly until the solid goes into mixture and then treated with 662 mg of 
taurine in 5.2 ml of 1.0 N aqueous sodium hydroxide followed by 5 ml of water. The mixture 
is stirred for 2 hrs and then concentrated under reduced pressure. The resulting residue is 
dissolved in water and treated with 5% aqueous hydrochloric acid. The pH of the mixture is 

15 adjusted to pH 4. The layers were separated and finally the aqueous layer is extracted with 

chloroform. The combined organics are dried and concentrated to give 621 mg of a solid which 
is chromatographed over silica gel (ehrtion with 15-20% methanol saturated with ammonia- 
dichloromethane) to give the title compound, mp 185-190°; NMR (DMSO) 8.63-8.51, 7.86-7.84. 
7.68-7.65. 7.36. 7.19. 7.02, 6.74, 3.88-3.26. 2.79-2.64. 2.13-1.80 8; MS calc'd for 

20 C^H 30 N 6 O 4 S+H = 499.2127, found = 499.2143. 

EXAMPLE 1 87 4-(7-Memyl-2,4-bis-pyrrolidin-l-yl-7H-pynolo[2,3-d]pyrimidin-6-yO 
(lH-tetrazol-5-yl)-benzamide (VD) 
A mixture of 247 mg of the N-hydroxysuccinimide ester from EXAMPLE 186 in 50 ml 
of dimethylformamide is treated with 110 mg of 5-aminotetrazole followed by 71 mg of 

25 dimethyiaminopyridine. The mixture is stirred for 3 hrs and then heated at reflux for 1 hr. The 
dimethylformamide is removed at reduced pressure to give a solid which is dissolved in 
chloroform with the aid of a small amount of methanol. The resulting mixture is washed with 
saline. The aqueous layer is extracted with six portions of chloroform. The combined organics 
are dried and filtered. The solids are washed with dimethylformamide. The filtrate is 

30 concentrated to give an orange solid which is chromatographed over silica gel (elution with 15- 
20% methanol saturated with ammonia-dichloromethane) to give the title compound, mp>310°- 
NMR (DMSO) 8.15-8.12. 7.76-7.73. 724. 6.77, 3.89-3.60. 3.60-3.46. 2.07-1.80 8; MS calc'd for 
CjjHjsN^O = 459.2369, found = 459.2374. 
EXAMPLE 188 ^< 7 -Methyl-2.4Hii-l-py^ 

35 yl)phenylamine (VIT) 

Following the general procedure of EXAMPLE 49 and making non-critical variations. 
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but utilizing 4-tenzyIoxycarbonylamino phenacyl bromide (VI), the benzyloxycaibonyl 
derivative of the title compound is obtained. A mixture of 253 mg of this derivative and 67.8 
mg of 10% palladium on carbon in 5 ml of dimethylfonnamide is hydrogenated at 50 psi for 2 
hrs. The mixture is filtered through a pad of celite and washed thoroughly with 
5 dimethylformamide, methanol, chloroform and dichloromethane. The filtrate is partially 

concentrated, poured onto water and extracted with three portions of ethyl acetate/hexane (1/1). 
The combined organic extracts are dried and concentrated to give a solid which is 
chromatographed over silica gel eluting with methanol/chlorofbrm (3/97). The appropriate 
fractions are pooled and concentrated to give the title compound, mp 235-237°; NMR 7.26-7.24, 
6.74-6.70, 6.31, 3.90-3.50. 1.88-2.07 6; MS calc'd for C^H^ = 362.2219, found = 362.2213. ' 

The free base is converted to the ^hydrochloride salt with excess methanolic 
hydrochloric acid. Recrystallization from methanol/ethyl acetate gives the salt of the title 
compound, mp 205-207°; NMR 751-7.49, 7.31-7.29. 6.42, 4.28-3.35, 2.28-1.80 8; MS calc'd for 
CaHasNj = 362.2219, found = 362.2223. 
15 EXAMPLE 189 N-[4-C7-Me m yl-2.4-bis-p^ 

phenyI]methanesuIfonamide (VH) 
A mixture of 4-a-memyI-2,4-di-l-pyrroIi^^ 
yDphenylamine (EXAMPLE 188. 103 mg). in 30 ml of pyridine is cooled in an ice-water bath 
and treated with 24 pi of methanesulfonyl chloride. The mixture is warmed to 20-25° and 
stirred for 2 days. An additional 24 pi of methanesulfonyl chloride is added and the mixture 
stirred for an additional 3 hrs. The mixture is poured onto water and extracted with three 
portions of dichloromethane. The combined organics are dried and concentrated to give a solid 
which is chromatographed over silica gel. eluting with methanol/chlorofonn (4/96) to give the 
desired material which is recrystallized from hot acetonitrile give the title compound, mp 248- 
25 250°; NMR 7.46-7.43, 7.27-7.24, 6.72. 6.40. 3.88. 3.67, 3.67-355, 3.05, 2.01-152 5. 
EXAMPLE 190 4-(7-Mefoyl-2,4Kli-l-p^ 

yOphenylamine bis(methanesulfonamide> (VH) 
A mixture of 4-a-mefoyl-2,4-di-l-pyi^ 
yDphenylamine (EXAMPLE 188. 206 mg) in 40 ml of dichloromethane is cooled in an ice- 
water bath and treated with 0.15 ml of triethylamine followed by 0.05 ml of methanesulfonyl 
chloride. Three additional portions of methanesulfonyl chloride, 0.02 ml, 0.01 ml and 0.01 ml, 
are added in sequence over the next hour. The mixture is poured onto water, treated with 
aqueous saturated sodium bicarbonate and extracted with three portions of dicWoromethane. 
The combined organic extracts are dried and concentrated to give a solid which is combined 
with previously isolated material (from a 50 mg nm) and chromatographed over silica eluting 
with methanol/chloroform (3/97) to give the desired material which is recrystallized from hot 
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to give the m mp 245 . 248; NMR ^ 

3-64.3.58-3.52.3.36,1.97-1.85 8. . - 69 ' 

EXAMPLE 191 l4-<™^y.-2.4.b,s^^^ 

phenyljguanidine (VII) 

AW. EXAMPLE ,88, 247 tng, ,„ 50 m, ofdicNo^ethane is ^ ^ „ 

w* .toe. port,™ of dichtorornethane. ^ ^ Maai>ti|M 
«„„ s . ve a M , U w M ch, stolveailli „ ffi , ofMoromstae 

'0 W--.*.—,...^,^ Thetai^isanowedtos^foridayarftben 
»crt . the freezer and alow* » stand for 2 ^ ^ ^ fc ^ ^ _ 

.n.e™ed,a B co,^ 1 „ g ,„ tlKs ^ gmi ^ mpm225 ^ NMR!)73 7 ^ 
3.59, 3.54, 3.50-3.39. 1.93-1.75 5; MS M* obvserved at 421. 

15 "--.w-.^^a!.**^,,^ ■n» D ixn Jre ,s 9 ,„ edfor2te 

™f ttBPm,TO » » » — * M ovendght The ternpenunre 

™d . » ^ « addidona, 0 . 08 „, of me%1 ^ b ^ ^ ^ 

u te -d tow wia, 0.0, „, ofmtly , iodide . ^ ^ ^ 2 ^ a(Hmi 

rnn.0, of rnethy, lodid. is added. Tie n,ix«re is stirred , te . ^ _ ^ „ ' 
20 rngo ^ds^rn^a,. ^ ainle „ „_ ^ ^ 

I* *1 w,th methanoi/chlorofom, (5/95, ■„ give the desired materia, which sail contained 
see unpority. The maten'al is rechn^atogrcphed over silica gel ehning with 
■netoi/chlo.oform (2/98, to give the corespending mMn v, isodnonrea. mp 95 . 98 . ^ 
7.43-7.40. 6.99-6.97, „<, 3.81-3.77. 3.57. 3.65-3.60. 1.98-1.92 « ' 
« Am " mreof313 "8»fto^veis„ IM c™i„32ml„f,^ lsI ^ rt[h 

™=nia f „,25„Ln. ^= is hea«, ta a S=ale4 Wb e a, ^ „ vemi ^ ^ix^is 
*e» treated w,«h ammonia a ^ time for ,5 min and heated a, ^ ^ _ 
Ammon,a ,s babMed in for , th,rd dme ,„, l0 min and then heated a, refmx for 24 n* The ' 
nrnture is omcenhated nnder recced p^re. dimted „,„, a*,,*. _ ^ ^ 
30 rs .reated mm ^s sodium hydroxide « una, fc pH ls a wroximaIeJy „. ^ 
were sensed and the aqueous Is back-^uaaed win, two portions of chloroform. The 
combined organ.es „ dned « concent™, to give a solid which ,s duomatographed over 
»l,ca ge, (eluuon w*h 30% meO.no, saunued wid, arnmoma/dicmo.omeu™, to gK, the title 
« NMR (.MSO, ,,7-7,5. 6.8,-6.79, „. 3, 2 ., 5I , ^ j,., * ~ 
35 MS calc'd for C^rVH = 405.2515. found =405.2511. 



-81- 

CHARTB 
CL 

a. a 



PCT/US93/02188 



(I) 



NER 7 



a 



a 

AA. 



NE-K-i 



Secondary amine 



*2-2 

K 

*4-l L ll 

I 



I-R 7 



(II) 



Oil) 



av) 



(V) 



o-halo ketone (VI > 




11 — R7 



(vn) 



WO 93/20078 



-82- 

CHARTC 
(DO 



PCT/US93/02188 



10 



15 



20 



25 



30 



35 



*2-2 * 



See Chart D 




ra-t 7 



^4-2 



K 



*4-2 




»°2 



N 



/ 



N 



*4-2 



Y 



(X) 



(xxm) 



(xxrv) 



(XXV) 



WO 93/20078 



-83- . 
CHART D 



PCT/US93/02188 



5 



10 



15 



20 



25 



30 




WO 93/20078 



-85- 

CHART E - Continued 



PCT/US93/Q2188 




25 



WO 93/20078 



PCT/US93/02188 




WO 93/20078 PCT/US93/02188 

-87- 

CHART G 





WO 93/20078 



PCT/US93/02T88 




15 



20 




GV2B) 



"^6*56-3 



WO 93/20078 - PCT/US93/02188 

-89- 

CLAIMS 

L A bicyclic heterocyclic amines of the formula (XXX) 



(XXX) 



A, 

10 \ 



where Wi is -N= or -CH=; 
15 W 3 is-N*=or-CH=; 

W 5 is -N= or -CR r with the proviso that W s is -CR r when both W, and W 3 are. 

-N=; 

where R 5 is 
(OrD (A) -H, 

20 (C r 2) (B) CrQ alkyl optionally substituted with 1 thni 4 R w where R^, is 

(1) -F, -CI, -Br, 

(2) C r C 4 alkyl, 

(3) -CF 3 , 

(4) -fc 

25 (5) -OR^ where R w is 

(a) -H, 

(b) C r C 4 alkyl, 

(c) phosphate, 

(d) sulfate, 

30 < e > - c O-R« where R^ is C r C 4 alkyl or C 6 -G> aralkyl, 

(f) -CO-NR 5 . 10 R5_ n where R^o and R^,, are the same or different 

and are -H or C r C3 alkyl, 

(g> sulfamate, 
(h)glucosyl, 

35 0) galactosyl, 

(j) glucuronic acid, 
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(k) maltosyl. 

0) arabinosyl, 

(m) xylosyt, 

(n) -CO-CHCNH^-H, 
5 (o) -CO-CH(NHj)-CH3. 

(p) -CO-CHCNH^CHCCHj)!, 

(q) -CO-CHCra^CHi-CHCCH^, 

fr) -CO-CH(NH2)-CH(CH3>CH r CH3, 

(s) -CO-CH(NHj)-CH 2 -OH 
10 (t) -a>CH(NHj)-OT(OH>CH3, 

(u) -CO-CHCNH^CH,-^ 

(v) -CO-OKNH^-CHj-Ip-phenyll-OH, 

(w) -CO-CHCNBy-CBt-P-indolyl] 

(x) -CO-CHCNH^-CHj-SH. 
15 (y) -CO-CH(NH,)-CH 2 -CH r S-CH3, 

(z) -CO-C+H-NH-CH^-CHj-C*^ where the carbon atoms 
marked with an are bonded together to form a heterocyclic ring, 

(aa) -CO^*H-NH-CI^-CH(OH)-C*Hi where the carbon atoms 
marked with an "*" are bonded together to form a heterocyclic ring, 
20 (bb) -CO-CHCNH^-CHj-COOH, 

(cc) -CO-OKNH^-CHj-CONH!, 

(dd) -CO-eHOmj-CHj-CHj-CXJOH, 

(ee) -CO-CHCNH^-CHj-CHj-CONHj, 

(ff) -CO-CHCNH^-CHj-C^-NH-CH-N-C^ where the carbon 
25 atoms marked with an "*" are bonded together to form a heterocyclic ring, 

(gg) -CO-CH(NH 2 )-CH 2 -CHj-CH r NH-C(=NH)-NH 1> 

(hh) -CO-CHCNH^-CHj-CHj-CII.-CH^NHj, 

(ii) -CO-CHCNHO-CSIj-CHj-CHCOHJ-aE^-NI^, 

(ft) -CO-CHj-Ca-NHj, 
30 (kk) -CO-CH 2 -CH 2 -CH 2 -NH 2 , 

(11) -CO-CHCNH^-CHj-O^-CHj-NHj, 

(mm) -CO-OICNH^-CHj-CHj-CHj-NH-CO-NHi, 

(nn) -CO-CHCNHJ-CHj-CHj-OH, 
(6) -SRj. 4 where R M is defined above, 
35 (7)-NHR5. 3 whereR J . 3 is-HorC r C 4 alkyl, 

(8) -NR^Rj.j where Rjj and Rj. 5 are the same or different and are C,-Q 
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alkyl or may taken together with the attached nitrogen atom to form the heterocyclic ring 
-^-(CH^j-Rj^CCH^* where the atoms marked with an asterisk (*) arc bonded together 
resulting in the formation of a ring, where n, is 1 thru 5, n 2 is 0 thru 3 and R w is 

5 (b) -0-, 

(c) -S- f 

(d) -NRj_ 9 where R w is 

0) c rQ> alkyl optionally substituted with 4 thru 3 -OH 

or -OCH 3 , 

10 (ii) C r Q alkylcarbonyl, 

(iii) CpQ alkoxycaibonyl, 

( iv ) Q-C I2 arylalkyl, 

(vi) -SO r C r Cg alkyl, 

15 (vii) CH 3 -C*-0-CO-0-C*-CH r where the carbon atoms 

designated by * are attached by a double bond to form a five member ring, 

(9) -(CH^COjR^, where n 3 is 0 thru 6 and is as defined above, 

(10) "(CHJ^CONCRj.^ where is as defined as above and where R w 
may be the same or different and is defined above, 

20 0 J ) -(CH^CONR^R^ where n 3 , R^, are as defined above, 

(12) -(CH^jOR^ where R^ and n> are as defined above, 

(13) -(CH^jOCORs.3 where R^ and n t are as defined above, 

(14) -(CH^SR^ where R w and n, are as defined above, 

(15) -(CHa) Bl NHR M where R^ and n t are as defined above, 

25 ( 16 > -( CH i)niNR^R5.5 where R Ut Rj. 5 , and n, are as defined above, 

(C 5 -3) (C) -(CH^-tJi optionally substituted with 1 thru 4 R 5 .j where R*, and n 3 are as 

defined as above, 

(t>) -(CH^-pyridin^-, 3- or 4-yl optionally substituted with 1 thru 4 R^, where 
n 3 and R^j are as defined above, 

30 0 s ) -(CH^-naphthalin-l-, 2-yl optionally substituted with 1 thru 4 Rj., where n 3 

and R5., are as defined above, 

(Q-5) (F) -(CH^COJR^ where n 3 and R^ are as defined above, 

(C r 6) (G) -(CH^CONflR^ where n 3 is as defined as above and where R M may be 

the same or different and is as defined above, 
35 (CV7) (H) -(CH^CONR^ where n 3 , R 5 ^, R^ are as defined above, 

(I) -(CH 2 ) n3 S0 3 R 5 . :! where n 3 and R M are as defined above, 
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(J) -Cj-C, cycloalkyl; 



where Rj.! is 

(A)-H, 



5 



(B) C r Cg alkyl optionally substituted with I thru 4 
(1) : F, 



(2) -a, 

(3) -ORja where R M is as defined above, 

(4) -NCRy.jk where R„ may be the same or different and is as defined 



(A) -H, 

(B> Cj-Cj alkyl optionally substituted with 1 thru 4 

(1) -F, 

(2) -CI, 

(3) -OR„ where R„ is as defined above; 

(4) -NCRj.jk where R^ may be the same or different and is as defined 



above, or R^ and Rj. 2 are taken together with the attached nitrogen atom to form a heterocyclic 
ring selected from the group consisting of 

(A) l-pyrrobdinyl optionally substituted on carbon with 1 thro 3 R„ where Rj. 3 is 
20 selected from the group of 



(1) Cj-Q alkyl optionally substituted with 1 thru 3 -OH or -OCH 3 . 

(2) Cj-Q alkenyl optionally substituted with 1 thru 3 -OH or -OCH 3 , 

(3) 0,-0; alkylcarbonyl, 

(4) C,-Q alkoxycarbonyl. 



above; 



10 



where R,.j is 



25 



©Q-Cttarylalkyl, 

(6)=0, 

C7)-OH, 

(8) -O®, 

(9) -COjRj., where R M is 



30 



(a) -H, 

(b) C,-C 4 alkyl, 

(c) Cj-Qj aryl, 

(d) Q-Q, aralkyh 



35 



(10) -NH* 

(11) -CI. 

(12) -F. 
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(13) -Br. 

(14) -<fr optionally substiluted with 1 thru 3 -F, -CI, -Br. -OH, -OCH 3 . -OCH 2 -<j>. 
-NO* C r Q alkyl, -NH 2 , -NHCH 3 , NtCH^, -CO^ where R^ is as defined above, 

(15) -(CH^NR^Rj., where and Rj. 7 are the same or different and are C,- 
5 C 4 alkyl or may taken together with the attached nitrogen atom to form the heterocyclic ring 

-N -(CH^Rj.j-^Hj)^ where the atoms marked with an asterisk (*) are bonded together 
resulting in the formation of a ring, where n 4 is 0 thru 3, n 5 is 1 thru 5, n, is 0 thru 3 and R,., is 

(a) -CH r , 

(b) -0-, 

10 (c)-S-, 

(d) -NR W where is as defined above, 
(B) 1-piperdinyl optionally substituted on carbon with 1 thru 3 R 2 . 3 where Rj_, is as 
defined above, 

(Q 1-morpholinyl optionally substituted on carbon with 1 thru 3 R^ where R^ is as 
15 defined above, 

(D) 1-piperazinyi optionally substituted on carbon with 1 thru 3 R^ where R^ is as 
defined above and optionally substituted in the 4-position with R,., where R^ is 

(1) Cj-Q alkyl optionally substituted with 1 thru 3 -OH or -0CH 3 , 

(2) Cj-Q alkylcarbonyl, 
20 (3) Q-Q alkoxycarbonyl, 

(4) Cj-Cu arylalkyl, 

(5) -fc 

(6) -SOj-Q-Cg alkyl, 

(7) CH 3 -C*-0-CO-0-C*-CH 1 - where the carbon atoms designated by * are 
25 attached by a double bond to form a five member ring, 

(E) 1-aziridinyl optionally substituted on carbon with 1 thru 2 R^ where Rj. 3 is as 
defined above, 

(F) 1-azetidinyl optionally substituted pn carbon with 1 thru 3 Rj. 3 where R,., is as 
defined above, 

30 (G) ^examethylereiniino optionally substituted on carbon with 1 thru 3 R 2 . 3 where Rj 3 

is as defined above, 

(H) 1-pyrrolyl optionally substituted on carbon with 1 thru 3 R,., where R^ is as defined 

above, 

(I) l-imidazolyl optionally substituted on carbon with 1 thru 3 R„ where R„ is as 
35 defined above, 

(J) 1-pyrazoyl optionally substituted on carbon with 1 thru 3 Rj. 3 where R 2 . ? is as defined 
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above, 

(K> l-pyrazolidinyl optionally substituted on carbon with I thru 3 R^ where R 2 _ 3 is as 
defined above, 

(L) 1,2,3-triazolyI optionally substituted on carbon with 1 thru 3 R^ 3 where is as 
5 defined above, 

(M) 1,2,4-triazolyI optionally substituted on carbon with 1 thru 3 where is as 
defined above, 

(N) l-tetrazolyl optionally substituted on carbon with 1 thru 3 R^ where R^ is as 
defined above, 

0 (O) 1-thiomorpholinyl optionally substituted on carbon with 1 thru 3 R 2 . 3 where R^ is as 

defined above, 

(P) l-thiazolidinyI T optionally substituted on carbon with 1 thru 3 R^ where R^ is as 
defined above, 



15 



(Q) OWR^-l) 




(R) (R*.,/^) 




25 



30 

(S) (R M /R 2 _ r 3> 
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20 
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*2-S — * 
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<W) (Rm/Rj.j-7) 
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(X) (Rm/Rm-8) 




10 00 (R2.,/R M -9) 



15 



*2-3 




20 



25 



(25 (R^/R^-IO) 




30 (AAXR^/R^-11) 



?2-3 



35 



K 2-5— K *2-9 



\ 
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10 



15 



(BB) 0^,^-12) 



■2-3 



(CC) (Rj.^-13) 



■2-3 




R 2-5— 1^2-9^-^ 



20 

where R 2 .j and R 2 . s are as defined above, 
where Rj., is 

(A) -(CO^ where n* is 1 thru 3, 

(B) -CHjOCHj, 
25 (Q -CH 2 SCH 2 , 

(D) -CHjSOjCHj, 

(E) -CH,S, 

(F) -CHjSOl 

(G) -CHjNfR^CHj where R„ is as defined above, with the proviso that R,., 
30 and R^ can not both be -H; 

where R^j is defined the same as Rj.,, but may be the same or different than Rj.,. 
where R^ is defined the same as Rj.,, but may be the same or different than R 2 .„ with 
the proviso that R^, and R^ can not both be -H; 

where (Rfi-1) Rj is defined the same as R 5 , but may be the same or different than R 5 , 
35 with the provisos 

( 1) that one of R 5 , ^ or R, must be selected from the group consisting of 
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(C r 3> f C) -(CHj)^-^ optionally substituted with 1 thru 4 R^ where and n 3 arc as 

defined as above, 

(D) -(CH^-pyridin^ 3- or 4-yI optionally substituted with 1 thm 4 R^ where 
n 3 and R w are as defined above, 
5 (E) -(CH^-naphthalin- 1 2-yI optionally substituted with 1 thm 4 R w where n 3 " 

and R M are as defined above, and 

(2) that for at least one of these three aromatic substituents, n 3 must be 0; 
where R 7 is defined the same as R 5 , but may be the same or different than R 5 ; with the 
proviso that W t and W 3 can not both be -CH= t and phairaaceutically acceptable salts thereof. 

10 

2. A bicyclic amine of formula (XXX) according to claim 1 where W t and W 3 are both -N=. 

3. A bicyclic amine of formula (XXX) according to claim 1 where W 5 is -GR^. 

15 4. A bicyclic amine of formula (XXX) according to claim 3 where R ? is -H, -CH 3t and 4- 
hydroxyphenyl. 

5. A bicyclic amine of formula (XXX) according to claim 1 where R^ and R M are taken 
together with the attached nitrogen atom to form l-pynolidinyl, 1-piperazinyl, l-thiomorpholinyl 

20 and 4-methyIpiperazin-l-yI. 

6. A bicyclic amine of formula (XXX) according to claim 5 where R 2 _, and R 2 . 2 are 
l-pyrrolidinyl and I-piperazinyl. 



25 

7. A bicyclic amine of formula (XXX) according to claim 1 where R M and R^ are taken 
together with the attached nitrogen atom to form l-pyrrolidinyl, 1-piperazinyl, 1-thiomorpholinyl 
and 4-methylpiperazin-l-yL 

30 8. A bicyclic amine of formula (XXX) according to claim 7 where R^ and R^ are 
i-pyrrolidinyl and 1-piperazinyl. 

9. A bicyclic amine of formula (XXX) according to claim 1 where R 6 is -H, -CH 3 , and 
4-hydroxyphenyl . 
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10. A bicyclic amine of formula (XXX) according to claim 1 where R 7 is -H, -CH 3 , 2-(I- 
morpholinyl)ethyl and 2-(l-piperazinyl)ethyl, 

11. A bicyclic amine of formula (XXX) according to claim 1 where the pharmaceutical^ 

5 acceptable salts are salts of the following acids hydrochloric, hydrobromic, methanesulfonic, 
sulfuric* phosphoric, nitric, benzoic, citric, tartaric, fiimaric, maleic, CHa^CH^-COOH where n 
is 0 thru 4, HOOC-(CHj)n-COOH where n is as defined above. 

12. A bicyclic amine of formula (XXX) according to claim 1 where the bicyclic amine (XXX) 
10 is selected from the group consisting of 

6-phenyI-2AdHl-pyn"oUdinyl)-7-m^ 

6- phenyi-7-n-propyl-2,4-di-(l-py^ 

7- methyl-2,4-(B-[N-methyI-N-^^ 
2-[6-phenyl-2,4-di-l-pyiroH 

15 2-[6-phenyl-2,4Hli-l-pyrrolito^ 
2-[6-phenyl-2 t 4^i-l-pyr^ 
2-[6-phenyl-2,4^-l-pyiroHd^ 

2-[6-phenyl-2,4^-l-pyrrolid^ acetate, 
7-tert-butyW-phenyl-2,4-di-l-pynolidinyl-7H-pynolo[2 
20 6-phenyl-2,4-di.l"pynoHdmyl-7H-pyrrolQ[2,3^]pyrimi 
7-tert^utyl-6-(4-methoxyphenyl)-2^ 
6-(4-hydroxyphenyl)-2,4-di-l-py^^ 

6- (4-methoxyphenyI)-2 t 4-di-l-pyrroHdinyl-7H-pyrrolo[2,3-d]pyrimidine 

7- me%l-6-phenyl-2,4^i-l-thiomorpholinyl^ 

25 6 -P he nyl-7-[2-(l-piperazinyl)ethyl].2^di-l-pyrrolidin^ 
7-[2Kl-morphoImyl)ethyl]-6^ 
7-[2KH4-methyl)piperazinyl)e^ 
d]pyrimidine, 

2-[6^4-memoxyphenyI)-2,4-di.l-pyTTOlidinyl-7H-pyrrolo[2 t 3-d 
30 2-[6K4-hydroxyphenyl)-2,4-di-UpyrroIidinyl-7H-pyrrolo[2,3-d 

7-methyl-6-phenyl-2,4-di- 1 -pyrrolidinyK7H-pyrro]ot2,3-d]pyrimidine t 

6- phenyI-7-phenylmethyl-2,4-di-l-pyrroIidinyl-7H-pynx)lo[2 t 3 
6,7-diphenyl-2,4-di- 1 -pym)Iidinyl-7H-pynolo[2,3-d]pyrimidine, 

7- memyl-2,4-di^morpholinyl-6-pheny 
35 ^Wmethyl-e^ 

7-methyl-6-phenyIr2,4-di-l-piperaz^ 
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3,3M(7-methyl : 6-phenyl-7H-pyrroIo[23-d]pyrimidme-^ 
1,2-propanediol, 

4,4'-(7-methyl-6-phenyN7fr^^ acid 
diethyl ester, 

4,4'-(7-methyl-6-phenyI-7H-p^^ 

acid, 

5J-dimethyl-6-phenyW^ 

6- (4-methoxyphenyIH-methyI-2,4-di-l-pynolid^ 

4- (7MnethyI-2,4-di-I-pynolM^^ 

7- rae%l-6<4-fluorophenyl)-2,^^ 
2,6-bis(U-dmethylethy^^ 

6-yl)phenol r 

2,6-bis(l-methylethyl)^ 
yOphenol, 

2,6-dimethyl^C7-metoyl-2,4^^ 

5- (7-methyI-2,4-di-l-^ 
trimethoxybenzene, 

642<4-methoxyphenyl)ethyI]-7^^ 
d]pyrimidine, 

5,6-bis(4-cWorophenyl)-7-me^ 
5.6-bis(4-methoxyphenyl>7-me^ 
4,4H7-mefoyl-2,4-di-l-pyr^ 

6J-bis(4-mcthoxyphenyl>2,4-di-l-pyrrolidinyl-7H-pyro 
4,4'-(2,4Ktf-l-pyiio]idi^^^ 

5,6-bis(4-methoxyphenylH-^ 
7-methyl-5-phenyt-2,4-di^ 
2,4-di-lH-imidazol-l-yl-7H-pyrrolo[2,3-d]pyrimidine, 

2-(6-phenyl-2,4-di-l-pyrroli^^ acid, 
6<34-dimethox^henyl)^^^ 
4-(7-methyI-2,4-di-I^^ 

6- (2,5-dimethoxyphenyl)-7-me^ 
2<7-memyi-2,4-di-l-pyrroH^^ 
6^2-fluoro^metooxyphenyl)~7-^^^ 

djpyrimidine, 

6-(2-methoxyphenyl)^^ 

2-(7-methyI.2,4-di-I-pynoridin^l-7H-pynoIo[23-d]py^ 
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6-(2-pyridinyl)-7-methyl-2,4-di-l^^ 
2-methoxy-5-{7-me%l-2,4-di-py^ 
acid methyl ester, 

2-hydroxy-5-a-methyl-2,4-di-pyrroH^ 

5 acid, 

^•-fl-methyl^di-l-pyrroli^ 

6-(4-ffleUioxyphenyl>7-me%l-2,4-bis-pipenttin-l-yl-7H-pyirolot2,^ 

6-(4-methoxyphenyl>7-methyl-2,4-bis-pipera2in-l-yl-7H-pyirolo[2,3-d]py^ 
dimethanesulfonate, 

10 ^(7-meftyl-2,4-di-piperazinyl^ 

2,4-bis(3-amino- l-pym)li(linylH-(4^ethoxyphenyI)-7-niethyl-7H-pyriDlo[23- 
d]pyrimidine, 127 4-[2,4-bis-(3-amino-l-pyrroUdinyl)-7-methyl-7H^yrrolo[2,3-d]pyim 
6-yl]phenol, 

6-(4-methoxyphenylH-me%l-2,4-di-l-pyrrolidinyl-7H-i)yrrolo[2^ 
15 carbaldehyde, 

6- (4-methoxyphenylH-methyl-2,4-di-I-pynoIidinyl-7H-pynob 
yljmethanol, 

6<4-methoxyphenylH-memyI-2,4^ 
caibaldehyde oxime, 

20 ^methoxyphenylH-niethyl-2,4^ 
carbonitrile, 

4-(7-methyI-2,4-di-l-pyrrolidinyl-7H-^^ 
2,6-bis(l-pyrolidmylmethyI)-4-(7-methy^ 
d]pyrimidin-6-yl)phenol. 

25 6 -P hen yl-7-[2-(i-(3,4^-lrimethyl)pipera2inyl)ethyl]-2,4-di-l-pyTO^ 
d]pyrimidine, 

7- [2-(H3,5-dimethyl)piperazinyl)ethyl]-6-phenyl-2,4-di-l-pyrroHdinyI-7H-pyrrolo 
djpyrimidine, 

7-[2-(l-(3.5-dimethyl)piperazinyi)ethyU-6-(4-fluorophenyl)^2,4-di-l-pyrro]idin^ 
30 pyrrolot2,3-d]pyrimidine, 

6-(4-fluorophOTyl)-7-[2-(l-(3,4,5-trime^ 
pyirolo[2,3-d]pyrimidine, 

2-[6-(4-methylphenyl)-2,4-di-l-pyrrolidinyi-7H-pyrrolo[2,3-d]pyrm 

6-(4-methylphenyl)-7-[2-(l-C3,43-trimethyl)piperazinyl)ethyl] 
35 pyrrolo[2,3-d]pyrimidine. 

6-(4-metbylphenyl)-7-[2-(l-piperazinyl)ethyl]-2.4-di-l-pyrioUdinyI-7H-pyn-olo[2.3 
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djpyrimidine, 

7-[2<l-(3 f 5-dimethyl)piperaz^^ 
pyrroIo[2,3-d]pyrimidine, 

6<4-fluorophenyI)-7-[2-(l-piperazinyl)ethyl]-2,4-di-l-pym^ 
5 djpyrimidine, 

5-methyK6^4inethylpheny^ 
pyrrolo[2,3-d]pyrimidine, 

742-(H3,5^imethyl)piperaz^ 
pyrroHdinyl-7H-pyrrolo[23-d]pyrimidine, 
10 6-(4-ftoorophenyO-5-roethyI-7-^^^ 
pyirolo[2,3-d]pyrimidine, 

7-[2-(H3£<lime%l)piperra^ 
pynoUdinyl-7H-pyxroIo[23-d]pyrimidine. 

6<4-methoxyphenyl)-7-metfayl-2,4-bis-(4-methylpi^ 
15 d]pyrimidine, 

4-[7-methyl-2,4-bis-(4-metfay]piperazin-l-yl)-m 
4-methyl-2,4-bis<4-methylpiperaz;in-l-yl>6-pheny 
5 t 6-(bis<4-methoxyphenyl)-7-me%^^ 
d]pyrimidine, 

20 7»methyl-6-pyridin-3-yl-2,4-di-l-pyrroIidinyl-7H-py^ 
6^)henyI-7-[2-(l-glucosyi)e%l]-2,^ 

[4-(7-methyl-2,4Hli-l-pyiroUdm^^ acid 
methyl ester, 

[4-(7-methyI-2,4^i-l-py^ add 
25 N-hydroxy-N-me%l-4-(7-me 
phenoxyacetamide, 

4-(7-methyi-2/Wi4-pynoM^ 
diethyl-[2-[4-(7-methyl-2,4^i^ 
ethyl]amine, 
30 4K7-methyI-2/t-di-l-pyrrolid^ 
dimethylsulfamoyU 

4-(7-methyl-2 t 4-di-l-pynoltt^ 
methoxy)ethoxy]ethoxy] ethyl ether, 

^a-methyl^^i-l-pyrrolidm^^ l-(2-imidazol- 
35 l-yl)ethyl ether, 

4-(7<nethyl-2.4^i-l-pyrrolidi^ 
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caibamate, 

4-a-me%l-2,4rbis-pyiroli(^^ ^ ^ 

ester, 

6-(4-bromophenyl)-7-mefoyl-2,4-di-l^ 
5 ^( 7 - m ^y»-2.4-bis-pyroli<ii^ 

7 r methyI-2^bispyrrolidUi-l-yl-6-[4-(lH-tetmol-5-yl>pheny1]-7H-pyrro^ 
d]pyrimidine, 

4-(7-methyl-2,4-bis-pyiroli(iin-l-yl-7H-pyrrolo(23-d)pyrimidm^ 
4-(7-metoyI-2,4-bis-pyrroli^ 

10 2 -I^(7-me%l-2,4-bis-pyrrolidin-l-yl-7H-pyrrolo[2,3-d]pyrimidm^ 
benzoylamiiio]elhanesulfonic acid, 

4-(7-methyl-2,4-bis-pyiroH(lin-l-yl-7H-pyrroio[2,3-dJpyrimidi^ 
yl>benzamide, 

4-(7-methyl-2,4-di-l-pyrrolidinyl-7H-pyrrolo-[23-d]pyi^ 

15 N-[4-(7-methyI-2,4-bis-pynondin-l-yl-7H-pyTOlot2,3rd]pyrimidin^ 
phenyljmethanesulfonamide, 

4-(7-methyI-2,4-di-l-pyrroIidinyl-7H-pynolo[2,3-d]pyrimi^ 
bis(methanesuIfonamide), 

[4-a-methyl-2,4-bis-pynDlidin-l-yl-7H-pyrrolo[2,3-d)pyrimidm^ 

20 

13. A bicyclic amine of formula (XXX) according to claim 12 which is selected from the group 
consisting of 

6-phenyl-2,4-di-(l-pyrroUdmyl)-7.^ 

6- phenyl-7-[2-(l-piDemmyl)e%l]-2^ 

25 7-[2-(l-morpholtayl)ethy^6^^ 

2-[6-(4-hydroxyphenyl>2,4-di-l*pym^ 

4-(7-methyl-2,4-di-l-pyiTolidmyl-7H-pynolo[2,3-d]pyrimidm-6-yDphenol. 
2,6-dimemyl^a-memyl-2.4-di-l-pyrolidmyI-7H-pyrrolo[2.3-d]p^ 
4,4^(2,4-di-l-pynoIidmyI-7H-pyrroIo[2,3-d]pyiimidine-6,7-diyl)bis-phenol, 
30 5.6-bis(4-memoxyphenyl)-7-memyl-2,4-di-l-piperazmyI-7H-pynolo[2,3-d]pyr^ 

7- [2-(l-(3,5-dime%l)piperazmyl)emyI]-6-(4-fluorophenyl)-2,4-di-l-pyn^^ 
pyrrolo[2,3-d]pyrimidine, 

6-(4-methylphenyl>7-[2-(l-pipera2myl)emyl]-2,4-di-l-pyrrolidmyl-7H-pyrro 
d]pyrimidine. 



35 



14. A bicyclic amine of formula (XXX) according to claim 13 which is selected from the group 
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consisting of 

6-phenyl-2,4-dKl-pyrroU 

4-(7-methyl-2 f 4^-I-pyirolidinyl-7H-pynoIo[23^ 
5 15. A tricyclic heterocyclic amines of the formula (XXX). 



10 




(XXX) 



where W, is -N= or -CH=; 
W 3 is-N=or-CH=; 
W 5 is -CR r ; 

20 (R^-2) where R 5 and R« are taken together with the attached carbon atoms to form a ring 
selected from the group consisting of 

(R 6 -2A) -C*-(CH2) aT -C*- where the carbon atoms marked by an asterick O are bonded 
together by a double bond (OCX where n, is 3-5* and 

(R5-2B) -C % -CR 56 . l =CR 56 _ 2 -CR 5 ^ 3 =CR5^ 4 -C*- where the carbon atoms marked by an 

25 asterick O are bonded together by a double bond (C=Q, where R^, R^ 3 and are 
-H, -F, -CI r -Br, -OH, -OCH 3 , -OCH 2 -<t>, .N0 2 , Q-Q alkyl, -NH 2 , -NHCH 3 , N(CH 3 ) 2 , -COjR* 
where R J5 . 5 is 

-H, 

C,-C 4 alkyl, 

30 C^aryl, 

C6-C J2 aralkyl; 

where Rj., is 

(A) -H r 

(B) Q-Cj alkyl optionally substituted with 1 thru 4 
35 (I) -F, 

(2) -CI, 



WO93/20 ° 78 PCT/US93/02188 ' 

-105- 

(3) -OR^jo where Rj. 10 is 

(a) -H, 

(b) C,-C 4 alkyl, 

(c) phosphate, 
5 (d) sulfate, 

(e) -CO-Rj. u where R W1 is C,-C 4 alkyl or Q-C, aralkyl, 

(f> -CO-NRj.,jR 2 . 13 where and R 2 ., 3 are the same or different 

and are -H or C,-^ alkyl, 

(g) sulfamate, 

10 (h) glucosyl, 

(i) galactosyl, 

(j) glucuronic acid, 

(k) maltosyl, 

(1) arabinosyl, 
15 (m) xylosyl, 

(n) -CO-CH(NHj)-H, 

(o) -CO-CH(NHj)-aij, 

(p) -CO-CHCNH^CHCCHpj, 

(q) -CO-CHCNH^CHj-CHCCHj^, 
20 « -CO-CHfNH^-OEKCHj^CHj-CHj, 

(s) -CO-CH(NHj)-CH 2 -0H 

CO -CO-CHCNH^OKOHVCHj, 

(u) -CO-CHCNH^-CHj-ij), 

(v) -CO-CHCNH^CHj-O-phenyll-OH. 
25 (w) -CO-CHOOy-CHj-P-indolyl] 

(x) -CO-CHOJHiVCHj-SH, 

(y) -CO-CHCNH^CHj-CHj-S-CH,. 

(z) -CO-^H-NH-CHj-CHj-C*^ where the carbon atoms 
marked with an "* n are bonded together to form a heterocyclic ring. 

30 (») -CO-C^-NH-CHj-CHCOH)-^ where the carbon atoms 

marked with an are bonded together to form a heterocyclic ring, 

(bb) -CO-CHCNiy-CHj-COOH, 

(cc) -CO-CHCNHJ-CHj-CONHj, 

(dd) -CO-CHCNH^-CHj-CHj-COOH, 

35 (ee) -CO-CHCNH^-CHj-CHj-CONH,, 

(ff) -CO-OKNiy-CHj-C^NH-^N-C^ where the carbon 
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atoms maiked with an n * n are bonded together to form a heterocyclic ring, 

(gg> -CO-CH(^^-CH r CH r OT r hm-C(=NH)-NH 2 , 
(hh) -CO-CHC^^-CHi-CHj-CH^CHi-NH^ 
(ii) -CO-CH(^.ffl r CH 2 -CH(OH>CH r NH z , 

5 (ij>-CO-CH 2 -CH r NH 2 , 

(kk) •CO-O^-CHi-CHi.NHj, 

(11) *GO-CH(NH 2 ).CH r CH r C^-NH 2 , 

(mm) -CO-CHCNHO-CH^C^CHi-NH-CO-NH^ 

(nn) -CO-CHCNEy-CHi-CHj-OH, 

10 (4> -NCR^j^ where R^ w may be the same or different and is 

(a) C r Q alkyl optionally substituted with 1 thru 3 -OH or 

*OCH 3 , 

(b) C r Q alkylcarbonyl, 

(c) C r Q alkoxycaibonyl, 
15 (d) Q-Cn arylalkyU 

(f) -SO r C r C alkyl, 

(g) CI^-Cf-O-CO-O-C'-CHj- where the carbon atoms maiked by 
an asterick 0 tot attached by a double bond to form a five member ring, 

20 where Rj„ 2 is 

(A) -H, 

(B) C r Cg alkyl optionally substituted with 1 thru 4 

(2> -Ci, 

25 (3> -OR^jo where Rj^q is as defined above, 

(4) -N(R2_ 14 ) 2 where R^ may be the same or different and is as defined 
above, or R 2 .! and Rj. 2 are taken together with the attached nitrogen atom to form a heterocyclic 
ring selected from the group consisting of 

(A) 1-pyrrolidinyl optionally substituted on carbon with 1 thm 3 R^ where R^ is 
30 selected from the group of 

(1) C r Qj alkyl optionally substituted with 1 thru 3 -OH or -OCH 3 , 

(2) C r C fi alkenyl optionally substituted with 1 thru 3 -OH or -OCH 3 , 

(3) C r C 6 alkylcarbonyl, 

(4) C r C6 alkoxycaibonyl, 
35 (5) CVC 12 aiylalkyl, 

(6) =0, 



15 
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(7) -OH, 

(8) -CsN, 

(9) -COjR^ where R^ is 

(a) -H. 

5 (b) C,-C 4 alkyl, 

(c) Q-Ch aryl, 

(d) Q-C 1: aralkyl, 

(10) -NH t , 

(11) -CI, 

10 (12) -F, 

(13) -Br, 

(14) 4 optionally substituted with 1 thro 3 -F, -d, -Br. -OH, -OCH„ -OCHH>, 
-NO,, C-Q alkyl, -NH 2 , -NHCH 3 , -C0 2 R w where R^ is as defined above, 

(15) -(CH^NR^R^ where and R„ are the same or different and are 
C,-C 4 alkyl or may taken together with the attached nitrogen atom to form the heterocyclic ring 
-^-(CHj^-R^CHj)^* wnere atoms marked with an asterisk (*) are bonded together 
resulting in the formation of a ring, where n 4 is 0 thru 3, n, is 1 thru 5, n, is 0 thru 3 and is 

W-CH,-, 

(b) -0-. 

20 (c)-S-. 

(d) -NRj^ where R w is as defined above, 
(B) 1-piperdinyl optionally substituted on carbon with 1 thru 3 Rj. 3 where Rj 3 is as 
defined above, 

(Q 1-morpholinyl optionally substituted on carbon with 1 thru 3 R 2 . 3 where R 2 . 3 is as 
25 defined above, 

(D) 1-piperazinyI optionally substituted on carbon with 1 thru 3 Rj. 3 where Rj 3 is as 
defined above and optionally substituted in the 4-position with R M where R„ is 

(1) Cj-Q alkyl optionally substituted with 1 thru 3 -OH or -OCH 3 , 

(2) C,-C 8 alkylcarbonyl. 
30 (3) CrQ alkoxycarbonyl, 

(4) Qs-Cu arylalkyl. 
(5) 

(6) -SO r C r C, alkyl. 

(7) CHj-C'-O-CO-O-C'-CHj- where the carbon atoms marked by an asterick 0 
35 are attached by a double bond to form a five member ring, 

(E) l-aziridinyl optionally substituted on carbon with 1 thru 2 R,., where Rj. 3 is as 
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defined above, 

(F) I-azetidinyl optionally substituted on carbon with 1 thru 3 R M where R^ is as 
defined above, 

(G) 1-hexamethyleneimino optionally substituted on caibon with 1 thru 3 R^ where Rj. 3 
5 is as defined above, 

(H) 1-pyrrolyl optionally substituted on carbon with 1 thru 3 where R^ is as defined 

above, 

(D I-imidazolyl optionally substituted on carbon with 1 thru 3 R^ where R 2 . 3 is as 
defined above, 

10 (J) 1-pyrazoyI optionally substituted on carbon with 1 thru 3 R^ where R^ is as defined 

above, 

(K) 1-pyrazoiidinyl optionally substituted on carbon with I thru 3 R^ where R^ is as 
defined above, 

(L) 1,2,3-triazolyl optionally substituted on carbon with 1 thru 3 R^ where R^ is as 
15 defined above, 

(M) 1,2,4-triazolyI optionally substituted on carbon with 1 thru 3 R^ where R^ 3 is as 
defined above, 

(N) l-tetrazolyl optionally substituted on caibon with 1 thru 3 R^ where R^ is as 
defined above, 

20 (O) 1-tMomorpholinyl optionally substituted on carbon with 1 thru 3 R 2 . 3 where R 2 . 3 is as 

defined above, 

CP) l-thiazolidinyl t optionally substituted on caibon with 1 thru 3 R^ 3 where R^ is as 
defined above, 



(QXR^/R^-l) 

25 



30 

CR) frz-i/Rn-D 



\ — ^2-9 M— i 
/ < 



»-/-CCH2) n4 



35 
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(S) GWRm-3) 



2-3 




CD (Rw/Rj.j-4) 



10 



K 2-3 




-i 



15 



(U) (Ru/Ri.,-5) 



20 




25 (V) (RJ../RJ.J-6) 



2-3 
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(W) (R^/R^-D 



2-3 



h-s— * 




10 



15 



00 (^-1^-8) 



■2-3 




20 



25 



00 (R^/Rm^) 



*2-3 




30 (Z) (Rj.j/Rj.j-IO) 



35 
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(AA^CRj.j/Rj.j-U) 



?2-3 



h-S— * K ?-9 ' 




10 

(BB) (R^/R^U) 



K 2-S 

15 



h-3 



20 



(CC) CRm/Rm-13) 



*2-3 



25 



where R 2 _ 3 and R 2 _j arc as defined above, 
where R^ is 

(A) -(CHj)^ where 1^ is 1 thru 3, 

(B) -CH 2 OCH 2 , 
(Q -CH 2 SCH 2 , 

(D) -CH 2 S0 2 CH 2 , 

(E) -CH : S, 
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(F) -CHjSOi, 

(G) -CH J N(R 2 . J )CH 1 where Rj.j is as defined above, with the proviso that Rj., 
•and can not both be -H; 

where R<_, is defined the same as Rj.,, but may be the same or different than Rj.„ 
5 where R<_ 2 is defined the same as R M , but may be the same or different than Rj.,. with 

the proviso that R*., and R« can not both be -H; 

where R, is 
(Cj-I) (A) -H, 

(Q-2) (B) C r C, alkyl optionally substituted with 1 thru 4 R^^ where R 7 ., is 

10 (I) -F, -CI, -Br, 

(2) C r Q allqrl, 

(3) -CFj, 

(5) -OR 7 . a where R,.j is 
15 (a>-H, 

OOCrQ alkyl, 

(c) phosphate, 

(d) sulfate, 

(e) -CO-R,., where R„ is Q-C, alkyl or Q-C, aralkyl, 

2& -CO-NR 7 . I( R wl where R 7 .j 0 and R 7 . n are the same or different 

and are -H or Q-C, alkyl, 

(g) sulfamate, 
00 glucosyl, 
(i) galactosyl, 

25 (j) glucuronic acid. 

0c) maltosyl, 

0) arabinosyl, 

(m) xylosyU 

(n) -CO-CH(NH,)-H, 
30 (o) -CO-CHCNHJ-CH^ 

(p) -CO-CHtNH^-CHCCH^, 

(q) -CO-CHCNHjJ-CHj-CHCCH^, 

(ry-CO-CHCNH^-CHC^VCHj-CH^ 

(s) -CO-CHO^HjVCHj-OH 
35 (0 -CO-CH(N^CH(OH)-CH 3 , 

(u> -CO-CH(NH,)-CH r <i>. 



WO 93/20078 



-113- 



PCT/US93/02188 



(v) -CO-OKNH^-CHj-tp-phenyn-OH, 

(w) -CO-CHCNHJ-CHrP-mdolyl] 

(x) -CO-CH(NH,)-CH 2 -SH, 

(y) -CO-CHfNiy-CHj-CHj-S-CHj, 
5 (z) -CO-CH-NH-CHi-CHrC'Hj where the carbon atoms marked 

with an asterick (*) are bonded together to form a heterocyclic ring, 

(aa) -CO-C*H-NH-CH 2 -CH(OH)-C*H 2 where the carbon atoms 
marked with an asterick (*) are bonded together to form a heterocyclic ring, 

(bb) -CO-CHCNH^-^-COOH, 
10 (cc) -C0-CH(NH z )-CH J -C0NH 2 ; 

(dd) -CO-CHtNH^-CHj-CHj-COOH, 

(ee) -CO-CHCNiy-CH^CHj-CONH,, 

(ft) -CO-CH(NH J )-CH J -C*-NH-CH=N-C*H= where the carbon 
atoms marked with an asterick 0 are bonded together to form a heterocyclic ring, 
15 (gg) -CO-CHCNHJ-CHj-^-CHj-NH-C^NIO-NHj, 

(hh) -CO-CH(NH 1 )-CH r Cai r CH I -CH,-NH i , 

(II) -CXD-CHCNiy-CHj-CHj-CHCOHyCHj-NHj, 

(0) -CO-CHj-CHj-NH,, 

(kk) -CO-CHj-CHj-CHj-NHj, 
20 (U) -CO-CHCNHJ-CH.-CH.-CH.-NHj, 

(mm) -eO-CHONHjVCHj-CH^-CH^NH-CO^MHj, 

(nn) -CO-CH(NH 2 )-GH t -CH 2 -OH, 

(6) -SR 7 . 2 where R %2 is defined above, 

(7) -NHR M where R„ is -H or C r C 4 alkyl, 

25 (8) -NR W R M where R,^ and R M are the same or different and are Cj-C 4 

alkyl or may taken together with the attached nitrogen atom to form the heterocyclic ring 
-N^CHj^j-Rj^CHjXa* where the atoms marked with an asterisk (") are bonded together 
resulting in the formation of a ring, where n, is 1 thru 5, ^ is 0 thru 3 and R„ is 

(a) -CH r , 

30 (b) -0-, 

(c) -S-, 

(d) -NR M where R,., is 

(i) CpCg alkyl optionally substituted with 1 thru 3 -OH 

or -OCH 3 , 

35 (ii) Cj-Q alkylcarbonyl, 

(iii) C,-C 6 alkoxycarbonyl. 
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(iv) Q-Q, arytalkyl, 

(v) -4>> 

(Yi) -SQrCrQ alkyl, 

(vii) CH 3 -(^^-CO-0-C*-CH 2 - where the caibon atoms 
5 designated by * are attached by a double bond to form a five member ring, 

(9) -(CH^COiR?.!, where n 3 is 0 thru 6 and R 7 , 2 is as defined above, 

(10) -(CH 2 } fl3 CONCR 7 .3)2 where n 3 is as defined as above and where R 7 . 3 
may be the same or different and is defined above, 

(11) ^CH^CONR^R^ where n 3 , R^, R 7 . s are as- defined above, 
10 (12) -(CH^OR^ where R 7 _ 2 and n x are as defined above, 

(13) -(CH^OCOR^ where R 7 . 3 and n t are as defined above, 

(14) -(CH2) Dl SR 7 . 2 where R 7 _ 2 and n z are as defined above, 

(15) -(CH^NHR^ where R 7 . 3 and n { are as defined above, 

(16) -(CH^niNR^RT-s where R 7w| , R 7 . 5 , and n x aie as defined above, 

15 (C r 3) (Q -(01^$ optionally substituted with I thru 4 R 74 where R 74 and n 3 are as 

defined as above, 

(D) -(CH^-pyridin-2-, 3- or4-yl optionally substituted with 1 thru 4 R M where 
n 3 and R 7a are as defined above, 

(E) -(CH^-naphthalin-l-, 2-yI optionally substituted with 1 thru 4 R M where n 3 
20 and R %1 are as defined above, . . 

(C r 5) (F) -(CH 2 ) n3 C0 2 R 7 . 2 where n 3 and R 7 . 2 are as defined above, 

(Q-6) (6) -(CHjXsCONOR, J 2 where n 3 is as defined as above and where R 7 _ 3 may be 

the same or different and is as defined above, 

(C r 7) (H) -(CH^CONR^R^ where n 3 , R 7a , R 7 . 5 are as defined above, 

25 (Cj-8) (I) -(CEy^OaR^ where n, and R 7 . 2 arc as defined above, 

(C r 9) (J) -CyCj cycloalkyl; with the proviso that Wi and W 3 can not both be -CH=, 

and phaimaceutically acceptable salts thereof. 

16. A bicyclic amine of formula (XXX) according to claim 15 where W, and W 3 are both -N=. 

30 

17. A bicyclic amine of formula (XXX) according to claim 15 where W 5 is -CR^. 

18. A bicyclic amine of formula (XXX) according to claim 15 where R 2 .j and R^ are taken 
together with the attached nitrogen atom to form 1-pynolidinyU 1-piperazinyl, 1-thiomorpholinyl 

35 and 4-methylpiperazin-l-yI. 
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19. A bicyclic amine of formula (XXX) according to claim 18 where R M and.R 2 . 2 are 1- 
pyrrolidinyl and 1-piperazinyL 

20. A bicyclic amine of formula (XXX) according to claim 15 where R^ and R*. 2 are taken 

% 5 together with the attached nitrogen atom to form 1-pyirolidinyl, 1-piperazinyl, 1-thiomorpholinyl 
and 4-methylpiperazin-l-yl. 

21. A bicyclic amine of formula (XXX) according to claim 20 where R^, and R^ are 1- 
pyrrolidinyl and 1-piperazinyl. 

22. A bicyclic amine of formula (XXX) according to claim 15 where R 7 is -H, -CH 3 , 
2-(l-morphoIinyl)ethyl and 2-(l-piperazinyl)ethyL 

23. A bicyclic amine of formula (XXX) according to claim 15 where the pharmaceutical^ 
15 acceptable salts are salts of the following acids hydrochloric, hydrobromic, methanesulfonic, 

sulfiiric, phosphoric, nitric, benzoic, citric, tartaric, fumaric, maleic, CHj^CH^-COOH where n 
is 0 thru 4, HOOC-(CH^n-COOH where n is as defined above. 

24. A bicyclic amine of formula (XXX) according to claim 15 where the bicyclic amine (XXX) 
20 is selected from the group consisting of 

5,6,7.8-tetrahydro-?-methyl-2^ 
9-methyl-2,4-di-l-pynoIidinyl-9H-pyrimido[4^-b]indole. 

5,6,7,8-tetrahydro-2,4^i-l"pyrrolidinyl«lH-pyrimido[4^-b]indole, 
5.6,7.8-tetrahydro-9-[2Kl-piper^ 

25 bjindole. 



25. A bicyclic amine selected from the group consisting of 

6-[2<2-methyl)propyl]-7-methyl^^^ 

2-[6-methyl-2,4-di-l-pym)M^^ 

6-methyl-7-[2-(l-morphol^ 

6-methyl-7-P-(l-(4-me%^ 
d]pyrimidine, 

6- methyl-7-[2-(l-piperazinyl^ 
6J^imethyl-2,4-di-l-pynolidinyl-7H-pyiTOlo[2,3-d]pyrm 

7- methyl-2 ( 4-di-l-pyrrDlidinyl-7H-pyrrolo[2,3-d]pyrimidine, 
2.4-di-l-pyrrolidinyl-7H-pyrrx)lo[2,3-d]pyrimidine and 
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7-ethyU6-isopropyl-2,4-di-I-pyrroIidinyI-7H-pynDlo[2,3^]p 

6- methyt-2,4-di-l-py^ trifluoroacetate, 

7- ethyI-6-me%l-2,4-dipynroHd^ 
7-ethyl-2,4KUpynolidinrl-yl-7H-pyrrolo[23Ki]pyrim 

5 7-tert-butyl-2Adi-l-pyiro]idinyl-7H-pyrrolo[23-d]pyrim 
5,6J-trimetoyl-2y*-dip^ 

7-tert-butyl-6-isopropyI-2,4^i-l-pyrrolidinyl-7H-pyiro 
64sopropyI-2,4^M-pyrrolidi^^ 
7-ethyi-6-isopropyI-24-di-l-p^ 
[0 6-cyclopropyi-7^thyl-2^dK-l-p^ 

6-cyclopropyl-2,4-di-l-pyrrolidinyl-7H-pynoIo[23-d]pyrta and phaimaceutically 
acceptable salt thereof. 



26. A bicyclic amine according to claim 25 which is 
15 642-(2-methyl)propyl]-7^ 
6J-dimethyI-2^di-I-pyiroH^ 
7^thyl-6-isopropyI-2^<fi-l-py^ 



INTERNATIONAL SEARCH REPORT 

International Application No 



PCT/US 93/02188 



1 1. CLASSIFICATION F SUBJECT MATTER (If several classification symbols apply, Indicate all)* 



According to international Patent Qasslflcation- (IPC) or to both National Classification tat IPC 

lint. CI. 5 C07O487/04; C07H15/26; C07D519/00; C07D471/04 

C07D473/16; . //A61K31/505(C07D487/04, 239: 00, 209:00) 



1 D\ FIELDS SEARCHED 


1 Minimum Documentation Searched 7 


1 Classification System 


Classification Symbols 


Int. CI. 5 


C07D ; 


C07H 



Documentation Searched other than Minimum Documentation 
to the Extent that such Documents art Included In the Fields Searched* 



| IH. DOCUMENTS CONSIDERED TO BE RELEVANT 9 



Category 0 



Citation of Document, 11 with Indication, where appropriate, of the relevant passages u 



Relevant to Claim No, u 



P,A 
X 



W0.A.9 104 254 (TEIJIN) 

4 April 1991 

cited in the application 

see abstract 

& EP.A.O 514 540 

25 November 1992 

GB.A.864 145 (TH0MAE) 
20 March 1961 
see example 14 

GB.A.1 268 772 (GLAXO) 
29 March 1972 

see table I, last line and page 5, 
1 to 4 



15 



lines 



° S pedal categories of dted documents : 10 

"A* document defining the general state of the art which Is not 

considered to be of particular relevance 
*E* earlier document but published on or after the International 

filing date 

If document which may throw doubts on priority dalm($) or 
which Is dted to establish the publication date of another 
dtation or other spedal reason (as specified) 

"O* document referring to an oral disclosure, use, exhibition or 
other means 

T* document published prior to the international filing date but 
later than the priority date claimed 



T later document published after the International filing date 
or priority date and not in conflict with the application but 
dted to understand the principle or theory underlying the 
invention 

*X* document of particular relevance; the dalmed Invention 
cannot be considered novel or cannot be considered to 
Involve an Inventive step 

"Y* document of particular relevance; the claimed invention 
cannot be considered to Involve an Inventive step when the 
document Is combined with one or more other such docu- 
ments, such combination bdng obvious to a person skilled 
In the ait 

'A* document member of the same patent family 



IV. CERTIFICATION 



| Date of the Actual Completion of the International Search 

23 JUNE 1993 



Date of Mailing of this International Search Report 

.30.06.93 



[ International Searching Authority 

EUROPEAN PATENT OFFICE 



Signature of Authorized Officer 

ALFAR0 FAUS I. 



Sum pct/zsa/zio <Mcoa* *«o U«mnr 1»S) 



IntvsatfootI AftlkttiMi No 



PCT/US 93/02188 



[ ffl. DOCUMENTS CONSIDERED TO BE RELEVANT (CONTINUED FROM THE SECOND SHEET) 



I Category 0 



atittoa of DocotMot, with loilatioo, vtm ifftoftbu, of tbtrtlfvant ptsngw 



RilraittfiCZiiMNo. 



JOURNAL OF HETEROCYCLIC CHEMISTRY 
vol. 25, 1988, PR0V0 US 
pages 1633 - 1639 

B. VENUGOPALAN ET AL. 'Synthesis of 
6,7-dimethoxypypimido(4,5-b)indoles as 
potential antihypertensive agents' 
see table V 



15 



Fm ECT/ISA/210 (ndn iM) {Sm 



tins* 



ANNEX TO THE INTERNATIONAL SEARCH REPORT M 

ON INTERNATIONAL PATENT APPLICATION NO. US 9302188 

SA 71846 

This annex Ests the patent family members relating to the patent documents cited in the above-mentioned international search report 
The members are -as contained in the European Patent Office EDP Be on 

The European Patent Office is in no way liable for these particulars which are m erel y then lor the purpose of information. 23/06/93 



Patent' document 
' cited in search report 



Publication 



Patent family 



Publication 
date 



WO-A-9104254 



04-04-91 



AU-A- 
CA-A- 
EP-A- 



6400190 
2065434 
0514540 



GB-A-864145 



None 



GB-A-1268772 



29-03-72 



AT-A.B 

AT-A.B 

BE-A- 

CH-A- 

CH-A- 

CH-A- 

CH-A- 

DE-A- 

FR-A- 

NL-A- 



304533 
310155 
729855 
553200 
561206 
536847 
536848 
1913119 
2003999 
6903973 



18-04-91 
20-03-91 
25-11-92 



15-12-72 
15t08-73 
15-09-69 
30-08-74 
30-04-75 
29-06-73 
29-06-73 
06-08-70 
14-11-69 
17-09-69 



u For more details about this annex : see Official Journal of the European Patent Office, No. 12/82 



